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CENTERS FOR DISEASE CONTROL AND PREVENTION
NATIONAL IMMUNIZATION PROGRAM
ADVISORY COMMITTEE ON IMMUNIZATION PRACTICES

MINUTES OF THE MEETING
June 23-24, 2004

JUNE 23, 2004

A meeting of the Advisory Committee on Immurtina Practices (ACIP) was convened by the
Centers for Disease Control and PreventionBQE National Immunizéon Program (NIP) at
the Atlanta Marriott Centur€enter Hotel in Atlantaeorgia, on June 23-24, 2004.
Membership announcements inahadthe rotation of three newembers onto thcommittee and
the reappointment of Chradr. Myron Levin fa another year. Certificas of appreciation were
provided to retiring members Dr. JaildeSeda and Dr. Richard Zimmerman.

The meeting agenda (posted©@DC’s Website, httpivww.cdc.gov/nip/) addrssed influenza,
meningococcal disease, immunization ofltreeare workers,@dult immunization, the
enhancement of public participat in vaccine policy formatin, smallpox vaccination, the
vaccine supply, pertussisidupdates by the ACIP workgroug$he meeting waconvened by
ACIP Chairmen Dr. Myron Levin &:50 a.m. Those present éisted on the attached sheets
(Attachment #1).

Opening Comments

Acting ACIP Executive Secraty Dr. Steven Hadler rde several announcements:

. New ACIP members at thisemting were Ms. Lisa Stincleld, NP (replacig Dr. Celine
Hanson). Dr. Jonathan Abraamss term was extended fanother three years. Dr.
Tracey Lieu and Dr. JuliMorita will atend as of the October meeting.

. New liaisons were Dr. Jonathan Tert®\P), Dr. Romeo Rodriguez (National
Immunization Council/Child Health Prograiexico), Dr. DenniBrooks (NMA) and
Dr. Charles Helms (NVAC)

. ACIP Workgroups to confer at this meeting were those to address influenza,
HPV, evidence-based recommendations, pertussis, meningococcus, and
MMR/VZV

. The ACIP home page is www.cdc.gov/nip/acip; e-mail is at acip@cdc.gov.

. ACIP Protocol: The quorum of ACIP members must be maintained to conduct

committee business. The ACIP Charter allows the Executive Secretary to
temporarily designate ex officio members as voting members in the absence of a
guorum (eight appointed members) of members qualified to vote. If voting, they
are asked to disclose any potential conflicts of interest. Meeting time is reserved
for public comment at scheduled intervals, but may also occur during open
discussion if a speaker is recognized by the Chair. ACIP members with potential
conflicts of interest are asked to disclose all vaccine-related work and financial
interests, and to refrain from any discussion or vote that is related to such
matters. When needed, however, limited waivers of such conflicts of interest are
granted, to enable members’ expertise to be provided in their service on the
Committee. Waivers may be issued, for example, to members who also conduct
clinical vaccine trials or serve on Data Monitoring Boards (DSMB).



The members and liaisons then introduced themselves (see Attachment #1). Those
reporting potential conflicts of interest were Dr. Abramson (a one-time consultation for
Merck in 2003), Dr. Poland (Merck and VaxGen), Dr. Treanor (Protein Sciences
Corporation, Viscount, Medimmuune and VaxGen, and Dr. Levin (clinical trials for
GlaxoSmithKline [GSK], Merck, and Merck’s DSMB).

AGENDA ITEMS

Hepatitis A Update

Overview:  Summary of progress of hepatitis A prevention in the United States:
recommendations, epidemiology, incidence, vaccine manufacture, study
of interference with maternal antibody.

Progress in Hepatitis A Prevention
Presenter: Dr. B. Bell, NCID

Overview:  Background/rationale for current recommendation; hepatitis A
epidemiology in the vaccination era, CDC modeling study estimates of
vaccination impacts; future options.

The success of hepatitis A immunization was demonstrated by a radical decline in
incidence from the baseline year of 1980 to 2003. Incidence from baseline declined by
89% in areas where vaccination was recommended, by 93% where its consideration
was advised, and 53% in areas without a recommendation to routinely vaccinate
children. From the 1980 baseline of slightly more than 12 cases per 100,000
population, the 2003 provisional rate was 2.6 cases, a 76% overall decline.

Prior to vaccination, most hepatitis A was transmitted from person to person in
households and extended family settings during community-wide outbreaks.
Asymptomatic infection among children aided its spread. There was no risk factor
identified for almost half the cases, and the known risks were variable. Since there was
(and is) no formulation available for routine infant vaccinations, the strategy to reduce
overall incidence and to advance herd immunity among all age groups became
vaccination of children. From 1980 to 1999, the estimated incidence of hepatitis A was
about sixteen times higher for children to age five years, and during that period, ~60%
of the estimated 271,000 infections per year occurred in children aged <10 years; ~75%
occurred in children aged <5 years.

Therefore, CDC began an incremental routine hepatitis A vaccination policy for children.
In 1996, the ACIP recommended vaccination for children living in communities shown to
have a high rate of hepatitis A (e.g., African-Americans and Alaskan natives). While
that strategy was demonstrably successful in those communities, a 1998 analysis of
overall notifiable disease rates showed hepatitis A still leading all other vaccine-
preventable diseases.

Therefore, CDC directed the next immunization phase to those states and counties with
historically and consistently elevated rates, which accounted for most cases nationally.
In 1999, the ACIP recommended routine state-wide vaccination for children in states,
counties or communities with >20 cases per 100,000 population (twice the national
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average, true in 11 states) during the period 1987-97; and urged consideration of
routine vaccination of children in areas with a case rate above the national average of
>10/100,000 (six states). These state categories represented a third of the U.S.
population, but almost two-thirds of the hepatitis A cases.

The 2003 data of the National Immunization Survey (NIS) showed, among children
aged 24-35 months, a 50% coverage rate (Cl of 6%-73%) for at least one vaccine dose
in the states where it was recommended, and 25% (CI of 1%-32%) in those where its
consideration was advised, as opposed to 1% in the rest of the country. Vaccination
differences by race and ethnicity were seen, with rates higher among Hispanics than
Caucasians or African-Americans. First-dose coverage was higher among older
children (26-73 months) registered at six CDC sentinel sites, and one large HMO site
had a 98% coverage rate. A map of the U.S. showed highly variable implementation of
the CDC recommendation.

Charted data of the National Notifiable Diseases Surveillance System (NDSS) showed a
rapid decline in hepatitis A incidence among all age groups. However, this occurred
mostly among children to age 18 years (a decline of 82-90%) and 70% among adults.
The decline was also true of all racial/ethnic groups, including among American Indians
and African-Americans. This was dramatically mapped among the previously-high rate
states, showing a precipitous drop in rates per 100,000 population in 2003, compared to
baseline. Declines of 89% were seen in states with recommendations; 93% in those
considering the vaccination; and 53% in other states. Rates by age group and region
were also charted. The regional picture had reversed, in fact, with the areas providing
nearly 67% of cases earlier now providing only a third in 2003.

A Poisson regression analysis was done of the observed hepatitis A incidence, adjusted
for under-reporting, with vaccine sales data used as a surrogate to estimate coverage.
The incidence estimates included both the direct vaccination effect and also the indirect
herd immunity effect provided to others not vaccinated. The predicted incidence
declines paralleled the actual rates of states with no recommended statewide
vaccination. Two analyses included, and then ignored, vaccination in the 17 states
where vaccination was either recommended or urged for consideration. When not
included, the observed declines exceeded predicted incidence; when included, the
modeled incidence was similar to what was observed. An estimated 97,800 cases were
prevented by vaccination from 1995 and 2001, and ~39% were prevented in 2001
(including 72% of predicted cases in recommending states). A strong herd immunity
effect was seen to have prevented about 33% of cases.

Thanks to a voluntary policy implementation, overall national rates in 2003 were at an
unprecedented low and the predominant epidemiology of the disease had shifted
fundamentally from children to high-risk adults. The latter now constitute ~81% of
cases, higher in recent years among adult males. Of those who are contracting
hepatitis A from 2000-2003, about 10% occurred among international travelers, and
~20% of those were children. Another 10% occurred among other adults at increased
risk, such as illegal drug users or men who have unprotected sex with men.

Future plans. CDC plans studies to further characterize the impact of vaccination
coverage in older children (expected to be finalized this fall). This will evaluate the
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economic impact of various vaccination strategies, including universal childhood
vaccination (expected by year's end), and evaluation of the acceptability of routine
childhood hepatitis A vaccination to providers in those states not currently vaccinating.

Several options through which to further reduce incidence were outlined. These
included improved implementation of current vaccination recommendations for children
and high-risk adults (the latter historically difficult to do) and extension of vaccination to
children nationwide. Considerations relevant to the latter include the unknown final
impact of the current recommendations. Hepatitis A incidence is periodic, and
vaccination will likely lengthen the inter-epidemic period. Some discussion is needed of
the ultimate goal, whether to lower incidence or eliminate transmission, as is
consideration of the ability to sustain the currently geographically-based
recommendation. Cost effectiveness is always a consideration, as are the feasibility
and acceptability to the public and whether a licensed hepatitis A vaccine for children
aged 1 year will be released in the near future.

Discussion included a question of whedr any appreciable reductionrobrtality due to hepatitis
A had been seen. The present surveillanceatatial not answer that, bOtr. Bell hoped to be
able to report on that in October.

Merck Presentation: Hepatitis A Vaccine (VAQTA®) for Children Aged >1 Year
Presenter: Dr. Barbara Kuter

Overview: Data developeby Merck, and fed with the FDA ,on the use of the hepatitis A
vaccine VAQTA® among chiledin aged 1 year and oldeAll such hepatitis A
vaccines are currently licersséor use from age 2 years.

Earlier vaccination against hejis A would provide earlier mtection and could prevent more
severe disease in adults, simtddren are a reservoir for métion. Vaccine licensed from age
one year could also be inporated into theoutine childhood immuization schedule.

While response to vaccine can be blunted by matdepatitis A antibody persistence, this has
been shown to decay in the fiysar of life (Lieberman et aRediatr Infect DisJ, 2002; 21(4):
347-8). A chart of seropositivighowed a consistent decline fr@nto 4, to 6 months, and then
a sharp decline to 12 months. While about 30%hefinfants measured wesgll seropositive at
12 months, the GMT cutoff was vecjose to ten, which is tHevel at whichMerck defines
seropositivity

Based on that, Merck stiedl VAQTA® use at 12 months afje. The objectives were to
ascertain that VAQTA® wouldchduce responses similar to thadeserved in 2- to 3-year-olds
who received two doses, six mbatapart, and th#twould be well-toleated and immunogenic
when administered either alone or with athmutinely administerestaccines (i.e., MMR,
Varivax®, DTaP [Tripeda] and OPV or IPV).

Design: Open, randomized, multi-centstudy of 617, 12 month-olds thinegative history of
hepatitis A. Four treeent groups all received 25 micrograms of VAQT#t 12 months with
or without another vaccine. f8ty follow-up was done 42 daystef receipt of any live virus
vaccines and 14 days after rgdef all other vaccines. &aogic follow-up was done at
vaccination, six \weks after the fitddose of VAQTA’ and four weeks after dose 2. Results
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indicated that heatitis A responses were coarpble to those of histoatcontrols of 2- to 3-
year-olds (as were resposge MMR2, Varivax®and DTAP) and th study control
(concomitant vs. non-concatant). There was no formal mgparison done ahe polio co-
vaccination data. Thmaternal antibodgt 12 months was shown to & low as to not interfere
with the vaccine’s immune resp@when given at that agélepatitis A immune response in
this regimen was comparable between childegher initially serongative and s®positive.

Safety: VAQTA® provided alone at 12 months afjle was assessed foirpanjection site
tenderness and sorenessgfe upper respiratory inféion (URI), and irritaility. Low rates of
adverse experiences were found, vaitty slightly higher rate (bwtill very low) of fever after
the first dose (~12%) and second dose (~8%).

For immunogenicity, concomité administration of VAQTA with MMR2, Varivax, and
Tripedia® at 12 and 18 months,osted virtually identical GMTsvhether delivexd alone or
concurrently. The polio responses showed a 30#adase in GMTs faall three types. And,
except for varicelland pertussis, the immunegcity rates were simitly comparable at 12 and
18 months to historical rateg¢lowever, the varicella responsaes differed greatly between
2000 (86%, which meeicceptability critan of GMT antibody=5) and 2002 (50%). The 2002
difference was probablysample handling issugther than interference. Similarly, the
response to DTaP administer&®, 4, 6, and 18 montlrsvolved different timing of the dose 3
pre-dose bleeds betweer thtudy and historicabatrols. That differencevas found to relate to
study design, rather thamterference, since thegher prevaccination tite at 13.5 months than
at 18 months decreased tHeslihood of a four-fold rise.

Safety was assessed tmmcomitantly administered VAQTA®oses 1 and 2 in relation to
vaccination site pain, tendes®or soreness, URI and otitieedia. Again, results were
comparable excepor slightly higher rate of URI ithe non-concomitant group. The reverse
was seen for otitis media ratevhich were higher in thmoncomitant group. No unusual
reactions were ported. Dose two resultdso were comparabletween the two groups.

The conclusions were that VAQ PAcan be administered as eaaty 12 months of age. It is
highly immunogenic and gerally well-toleratedwhether administerealone or with other
vaccines. There was no impattow levels of maternal aibody on the immune response,
suggesting good priming inithage group. The safetpéimmunogenicity of VAQTA”in
12-month-olds was comparatite2- to 3-year-olds.

Discussion included that there are no comparative dafailable for Hibjt was not examined.
Regarding pertussis, tlséudy criterion that was not met was fiour-fold rise that was expected
in 80%; only 74% reflectethat. However, tht was thought to be relatéo a difference in the
kinetics of sample collectionThe earlier, the bettéhe antibodyevel; later céiection is less
likely to attain a four-fold rgmonse. But there was an eight-faldrease betweethe pre- and
post-sample, regardlesssignificant icrease in antibody resp@sThere was no real
explanation for the two-fold diffence in the otitis media ralbetween the groups, but that is
seen in many pediatric vaccine studies.

GSK Presentation of Hepatitis A Vaccine
Presenter: Dr. Andrew Trofa, GlaxoSmithKline (GSK)

Overview: HepatitifA recommendations; vaccinesoguced; clinical relevance of
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vaccination of childre aged <2 years old.

GSK has two hepatitis vaccineggiucts in the U.S.: Havrix®, getric formula, and Twinrix®,
licensed for use from age 18. Vitbwide sales inclug, Amberix® (hepatis A and B), and
Hepatyrix® (hepatiti®\ and typhoid). Havri® was licensed in 1992995 in the U.S.), and
was recommended by the ACIP1896 for use in selected gnas, and in 1999 in high-rate
areas.

A phase Il trial for Havrix® use under age two began in 2003. Vaccinating before two could
increase vaccination compliance and coverage by decreasing the required number of
immunization visits. It woulghrovide an opportunity for co-adnistration to better protect
children and their contactssdues involved included materaaitibody and theffect of co-
administration with other vaccined he initial study reviewed eadministered DTaP and Hib to
children aged 11-25 months. &bngoing studies exane ages 15-18 months minimize the
potential effect of maternal abtidy and to explore thategration of hepatis A vaccination into
the existing immunizatioachedule. There alsoeafewer vaccinations in that age range.

Design. The three ongoing studies co-administeravrix® with PG/ (HAV-220), MMR and
varicella (HAV-231), and DTaPna Hib (232), to ~3480 childne Children aged 11-13, 15-18,
and 23-25 months received He® alone and two other 15-¥8onth old groups had it co-
administered. The primary objective wasathieve the desired GMC after dose two, and
secondarily, after dose one.

Endpoints. Both primary and secoady objectives for HAV-210 wermet, showing anti-HAV
GMC ratios (95% CI) meeting th@e-defined limits for age 158 and 23-25 months, singly- or
co-administered, after dose 2. eTGMCs after dose 1 were lowfer the younger group and did
not meet the secondaryjebtive, but the seroptection rates for DTP arHib were 100%. For
pertussis, the secongasbjective’s vaccine response wag met, although it was for FHA and
PRN.

The conclusions for safety weethat redness anhin were the mostommon solicited
symptoms four days post-vaeation, as was irritability for unsolicited (30 days post-
vaccination) symptomsGrade three symptoms were uncoomin all groups. Serious adverse
events (42) were seen in 3fbgects, with one febrile seizusespected to be related.

In summary, all primary and eendary objectives were metapt for the anti-PT vaccine
response. The study establistaeshfety record for Havrix®T he subject age @s appear to
affect the antibody persistencetbé first dose, especially ftimose at 13-15 months of age.
However, this study demonstratia feasibility of hepatitis Aaccine at <2 years. Additional
Havrix® co-administration studiesre ongoing in childreaged <2 years, and evaluations in
younger age groups anader consideration.

Alaska Study of Interference With Maternal Antibody; GSK Vaccine

Presenter: Dr. Beth Bell, NCID

Overview: CDC cooperative agreement studynaternal antibody terference done with
the Anchorage, Alaska Nae Medical Center, to copare anti-HAV responses
among children withand without passively traferred antibody (PMA) as
infants. The studyas done before the neella vaccine weninto use. There
may be enough specimens ¢tok at that as well, butéhsample size is small.
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The GSK vaccine is safe andrmmnogenic among infasitvithout passively-transferred maternal
antibody. All vaccinees rpended in the presenoé maternal antibodyhut their immune
response was blunted. To ideptihe optimum dose and schedtdeovercome té effect of
passively-transferred maternal datily, this single-bhd clinical trial randomized infants to
three groups (6-12, 15-18, and 12-21 monthsgteive differentwo-dose vaccination

schedules (which we charted). A blood drawas done in eaabf the groups at3 months of

age to allow inter-groupomparisons to deternenvaccine interfieence, since one of the groups
would not have receed it prior to their 13-month blood draw.

Anti-HAV concentrations over timeere charted for both groupstivsero-positive or -negative
maternal antibody. They tradkexactly in paralleht baseline and montiis 7 and 12. The 13-
month draw results also showed difference in percent positivesponse to othezaccines at
the 13-month blood draw for anti-HBs, measles lg@i-Hib PS, pertussis PT IgG, PRN IgG,
diphtheria or tetanus. All th&hildren but two also respondeddne or more polio vaccine
antigen. Both of those childmevere in the group that haelceived no other vaccines.

Discussion included:

. All the children were enrolled and randondza age <6 month®s one of the three
groups. Analysis began when the sample wiae sufficient for poer to detect a two-
fold difference in GMC betweethe children of sepositive andnegative motars. The
mothers were naturalipfected. There are ste data on a smallgup (~20) of children
whose mothers had begaccinated, albf whom appeared to respond to the vaccine.

. There are little datavailable on viral skdding after exposure an immunized child,
something relevant teerd immunity. Some, from thedt Thai vaccine trial, suggest
only that the vecine prevented infection.

. Dr. Plotkin commented that there is evidetitat T-cell responsesccur, despite the
absence of T-cell responsethe first dose.The second dose wects that, taking
advantage of the T-cells’ sengdtion. And, the herd immuiyi may be similar to other
vaccines, in that immunizingfants can preveritepatitis among adultsAs adolescent
vaccination is discusdeperhaps hepatits might be includedo prevent secondary
circulation among adults.

Subsequently, thd CIP agreed to form a workgroup to discuss the options relevant to the
hepatitis A (and hepatitis B) vaccine isSues to come.

IOM Immunization Safety Review Report
Presenter: Dr. Kathleen Stratton

Overview: The IOM Vaccine Safety Revi@@dommittee’s final repdrwas developed, in
view of new datard in response to tHateragency Vaccin&roup. It addressed
the hypothesized association betwgancines and awwim, focusing on MMR
vaccine and autism spectrum disordeS[A, and thimerosatontaining vaccines
and autism. It did ndbcus on other neurodde@mental disorders.

The committee’s findings for sciéfic causality were that foteen large, well-designed
epidemiological studies consistently showedassociation between the MMR vaccine and
autism, favoring rejection of agsal relation. Thdinding was consisterwith the 2001 IOM
report on MMR and autism, whidbcused on broader set ofuredevelopmentautcomes.
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The 2001 study concluded that #nddence was inadequate ta@ept or reject relationship
between thimerosal containingccines and neadevelopment disorderSignificantly more
research has been published since then to viafty While a potentidiological mechanism
does exist for those outcomeswgty of analogy withmethyl mercury, it does not for autism.
For thimerosal and autism, five large, welstmed epidemiologicatudies in different
countries provided signdant evidence of no ssciation with autism.

Potential biological mechanismgich could explairhow vaccines mightause autism are:

. The release of chemicals into the brain ttudisruption of intesbal function by the
MMR vaccine.

. Triggering of abnormaliéis in the immune system ttaak indicative of/accine-induced
damage to the CNS.

. Increased accumulation of and decreasedetion of mercury frm the brains of a
subgroup of children.

. The effects of thimerosal on a variety of biochemical pathways.

The evidence comes fromvitro experimental systems, claal observationgnd analogies
between rodent behaviand human behavioiVhile the laboratory obseations of the toxic
effects of mercury are important, these obseowngtdo not explain how epific exposures in a
rapidly developing ifant affect certad tissues but not others wieehese mechanisms are also
active. Laboratorgtudies also have nshown how these effects lead to autism. The
committee did not dispute thatercury-containing compoundsgcluding thimerosal, can be
very damaging to the nervousstym. But the question remainkether the obseed effects of
ethyl mercury are related tbe development of autism.

The committee concluded that,thre absence of experimentallmman evidence that either the
MMR vaccine or vaccines containing thimeroatiect metabolic, devepmental, immune, or
other physiological or mecular mechanisms that are cdlyseelated to the development of
autism, such hypothesgsnerated tdate remain only theoretical.

Recommendation: Because autism can be such a devasgtaisease, any spulation that links
vaccine and autism makes tigsa significant issue. Fdnat reason, theommittee found good
reason to survey autism spectrum disoateexposure to thimerosal declines.

. There already are indications that auti@ports are declining since thimerosal was
removed from vaccine. A goapidemiology studyvill allow properinterpretation of
those data.

. Standard and acpted case ddiitions and assessment praitscfor ASD should be used

to conduct clinical and epidentagical studies of sufficientgor to identify risk factors
and biological markers of ASD.

. The surveillance of adverseents should be strengthern@.g., standardize case
definitions of adverse eventsstablished guidelines foraisf VAERS; continued use of
large linked databaseand other tools; fther development dhe CISA system).

The committee’s recommendations public health rgsonse were that:

. No significant investment in studies okttheoretical vaccine-autism connection is
needed.

. A public health response shodldly support an array ofaccine safety activities.

. Available funding for autism research shouldch@nneled to the most promising areas.

. No policy review of the licesure of the MMR &ccine or thimerosalontaining vaccines

and/or of the current scheduhnd recommendations for adsiration of those vaccines



iS necessary.

Public Commentwas provided by Ms. lyn Redwood, RN, of the advacy group Safe Minds.
She shared a documenith the ACIP from Congressmanaphysician Daxd Weldon, who had
read the IOM vaccingafety report. Shasked that a transcription of the report, which was read
into the Congressional Record, be included in both the transcription and summary minutes of the
ACIP meeting (see Attachment #2). She found the IGVEcommendations tme contradictory.
While the report remgnizes “provocative findirg” it did not recommendtudy of the theoretical
link of vaccines to autism, even though tleyld not shown that &se effects were not
connected. Safilinds will continue tostudy these issues.

Dr. Zimmerman, as a father afchild with autismad an ACIP member, suggested that the
ACIP accept the IOM Vaccine SafeReport in an official vote, asone for other IOM reports in
the past. This would ensuthat this report would continue ptay an importantole in ACIP
decisions and supportdtattention of the medical amther communities to it.

Dr. Levin summarized consensus by the ACIRo accept the IOM report and call for this
report’s publication.

Influenza Program

Influenza-Associated Mortality/Encephalopathy in Children
Presenter: Dr. Niransjan Bhat, NCID

Overview: Summary of influeza-associated mortality aedcephalitis irchildren 2003-04
among U.S. children aged <18 years.

Pediatric influenza-associated deaths aranatibnally reportabldyut statistical modeling
estimated ~92 influenza-relatddaths annually amoraildren aged <5 y&s in the U.S.
Influenza-associated eephalopathy in childrehas been reported in Japan. The U.S.” 2003-04
influenza season started earlyOetober, and deatl@d encephalopathyg children were
reported. The predominant infinza subtype was H3N2, knowmbe more seere, and the
vaccine was not optimally matahéo it. Worse, there wespot shortages of the vaccine
stocked.

In response to the perceiveeverity of influemza among childre the ACIP recommended

vaccination of children ageeb-23 months at mid-season 2003-@DC asked states to report

pediatric influenza-associatedaths, as well as demographulinical, laboratory and autopsy

data. The followingicture emerged:

. As of April 16th, 145 dedts from 40 states wereported to CDC.

51% of reported deaths veemale; 65% were whit@2% black, and 26% Hispanic.

The median age of reported deatvas 3 years, with a rangel12 days to 17 years.

28% were 6 to 23 mons and 63% were ds than 5 years old.

40% of influenza-relatédeaths were in children aged y&ars; 61% were5 years old.

Of the 145 reported pediatricfinenza-associated deatd8% were among previously

healthy children.

42% of deaths occurred amy children recommended fmffluenza vaccination.

. 44% of these were healthyilthren 6-23 months of agend 56% were children with
ACIP-defined high risk conditions.



. 58% of deaths were amonbildren not currently recomended for vaccination.

. Of the 103 children with known vaio@ation status, 22% received dose of influenza
vaccine in the 2003-0geason; only 6% of them weeadequately vaccinated.
. 56% of deceased children wamvaccinated this seasdi8% of the ciidren were

partially so, and only 2% dhe children were fully vainated according to the
recommended schedule.

Influenza-related enceplugdathy data was fieed as altered mentalastis lasting >1 day and

onset of neurological symptoms within 5 daydeser onset. The collectathta of 108 reports

revealed that:

50 cases from 26 states niee case definition; 58 dinot and were excluded.

28 (56%) were among males

51% of reported deathgere male; 65% wenehite; 22%, blackand 26%, Hispanic.

The median age of reportdéaths was 3 years (rangel@ days to 17 years).

28% were aged 6-23 months; 63%re less thab years old.

Of the 145 reported pediatricfinenza-associated deaths%438vere previously healthy

children.

42% of deaths occurred amg children recommended fffluenza vaccination.

44% of these were health§6% were children with ACHeefined high risk conditions.

58% of deaths were amongildren not currently reecomended for vaccination.

Of the 103 children with knownagcination status, only 6% weeadequately vaccinated,;

22% receive@1 dose of influenza vaoe in the 2003-04 season.

. More than half the cases survived withrmeurological sequelagdf the remaining 14
cases, 7 survived with some kind of ndagical impairmentad 6 children died.

In summary, 135 influenza-assoe&dtpediatric deathend at least 39 influrza-associated cases
of encephalopathy ocoed during the 2003-04 influenza seas Younger children (<4 years)
were most affected. At leias0% of affected children haabme underlyingnedical condition
and at least 30% of affectedildnen had a neurologic or develmental disorder. Most children
(67% of deaths and 74% of epbalopathy cases) weeither previoushhealthy or had an
underlying medical condition &t prevented routine vaccinan during the 2003-2004 influenza-
season. At least 38 cases dfuanza-associateehcephalopathy occudgehalf among those
aged <5 years, but older chiguir were also affected. Motigan 40% had severe outcomes,
including death or neurologic sequelae.

Study limitations includethe use of a passive surveikk&nsystems and non-inclusion of
unconfirmed cases; an unknown degof state participation woluntary reporting; potential
absence of early-reportedses; variable amouraéthe clinical dataeceived; and lack of
similar national data wbh precluded compariserio previous seasons.

Next, data collectin and analysis will bBnalized. The CSTE has ma influenza nationally
reportable, and CDC is working tollect data on pediatric infénza-associated deaths for the
2004-05 influenza season, under thgisief the Emerging Infectiorirogram (EIP). NIP plans
to spend $40 million to providefluenza vaccine tiough the VFC and idiscussing with the
ACIP the expansion of groupargeted for influenza vacation, or possible universal
vaccination of children.

Discussion included:
. There are some Japanese data on acutetizéog encephalopathlANE), but not from
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the U.S. this past @revious season. Daaaalysis of thelmical symptoms and
pathophysiology of thdmerican and Japanesgperiences is penay; current work is
the preliminary examinen of clinical information. D& available for encephalopathy
(the definition of which is iprocess) include totaumber of affected patients. Data
were collected retrospecély, so refined methods &uas neuroimaging, lumbar
puncture, etc., are not availableaequately judge eh case in the sanway. But basic
criteria are being del@ped for use (e.g., signs of brainflammation on imaging, etc.).
An analysis of a convenience sample obasy reports (N=20) wasvailable, but with
variable data quality. Qhose, >50% listed influenzan the autopsy report, but also
respiratory failure or pneuomia, invasive bacterial fiection, sepsis, and CVD.

. One outlier (an influenza B case) was repomedpril, but the epiémic curve was flat.
The season was closed, but datatill being solicited.
. Delineation of possible/probabtases to better estimate the burden of disease will

improve with national reportg. The modeling estimatesawined the mnual mortality
trends and measured the influenza seasormsssxmortality, as validded by neurologic
data. But influema-related mortality is rare, with la@ls. An estimated 92 cases/year
occur among those age8 years; reports wereceived of 96 children of that age.

. There was no viral PCR testinfjbrain tissue, buhere was some apinal tap fluid.
None were positivéor influenza.
. There are no data on matereacephalopathy for the repait&6 deaths and two cases of

encephalopathy in those agel months. Anecdatly, a couple otases had RSV and
pertussis co-irdction identified.

. CDC hopes by the end of tkeming influenza season toveadeveloped protocol and
tool for prospective sueillance, a®pposed to clinical data.
. Dr. Neuzil reported consisteagreement of the publishd@nnessee data with CDC’s

data, although the Cls are wide. There avedata on international pediatric deaths.
What exist are from develapy countries such as tki®ngo, which alsthave high
mortality rates.

. Dr. Tim Uyeke, of NCID’s Ifluenza Branch, reported anecalofunpublished) reports in
Europe this past season afislen deaths in children. ®e U.S. state/local health
department autopsy specinseinom children with unexplaed deaths also showed
suspicious infectious diseastology. He expected that histochemical staining would
find evidence of influenza A virus infection upper airway tissum the “unexplained”
cases.

Influenza Vaccine 2004-05 Supply Update
Presenter: Dr. Gregory Wallace

Overview: Past and expected infifza vaccine produan and distribution.

Of the 95 million vaccine doses manufactuire@002, 83 million werelistributed; of the 86.9
million produced in 2003, 83.1 million were distribdt The timing was gphed of the fall and
winter vaccine distributionsrste 1999. In 2003, most was distited by November. This
paralleled the “usual” digbution years (e.g1999, 2002) and differefiom the years of
distribution delayn 2000 and 2001.

The three manufacturers expect to prodet®0 million doses for the next season, two
producing inactivated vaiowe and the other, livattenuated. Bout 6.3 million of the 8 million
doses produced for the publiontract will be purchased, excérgl the 4.1 million purchased
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last year (not includg stockpiled vaccine). The 20p4ojections anticipte surpassing the
2003 demand, based on the publi@about lasseason’s early staand the new VFC
recommendations to vaccinate children aged @@8ths. There is noational data base of
coverage for all age groups. In January 200mmional module of thBRFSS state survey will
assess coverage among those &gewbnths to 17 years. The 2008 data are beg evaluated
for coverage among thesged 19-35 months.

The current recommendation includ&& million individuals at inarased risk. These include the
6-23 month-old cohort, plus ~8illion children trat will become 6 mnths old during the
influenza season (October to Mayc An additional 102 million aisk are also targeted (e.g,.
health care workers, those age2lor >65 years, household cacis of those at high risk; those
aged 50-64 years).

An additional $40 million will flow through th&FC to purchase ~4 million to 4.5 million doses
for routine influenza &ccination. Distributioptions are being deveded based on expected
demand scenarios. Half will be availableSeptember and thelbace, by January 1.

Discussion included that theaccine expires after the seasonddmand does not increase, what
to do with that vaccine is a alkenge for the stockpile as wel routine irmunization. The
expected 100 million influenzdose production includes abouIxillion dosesf the LAIV
produced by Medimmune.

Kaiser Pediatric Vaccine Effectiveness Study, Kaiser Permanente Colorado
Presenter: Dr. Debra P. Ritzwoller, Kaiser Permanente Colorado

Overview: Study evaluating vaca effectiveness (&) of the 2003-4 inflenza vaccine in
preventing medically atteed influenza-ke illness (MAILI) among Kaiser
Permanente Colorado (KPCO) member dleitdaged 6 months to 9 years and 6-
23 months.

In 2002, after the ACIP’s encoumagent to vaccinate childreged 6-23 months, KPCO began
routine vaccination for children ad <2 years. This contindén 2003-04, when the influenza
season began earlier. Especialigong children, it begebefore RSV activityand declined just
as RSV appeared.

Dr. Kathy Edwards had prested to the ACIP the small amowftsafety datavailable on the
use of inactivated split virusfimenza vaccine in ctdren, and the smalbborts involved. Most
studies did not focus on the safefgpects, other than the alwse of severe reactions. The
Neuzil follow-up study (unpublishe@iso was presented to ACWhich reanalyzed Edwards'
five-year study data comparing the use of tlaeiivated vaccine (N=63%) the live attenuated
vaccine and a control gup aged 1-15 yeard.he analysis indicateidcreased induration and
decreased fever with age, amalsevere reactions. Clearly, ra@pidemiologic information on
the vaccine’s safety among children was needed.

The KPCO of Denver/BodEer area began a stuttyevaluate the eftiveness othe 2003-04
influenza vaccine in preventj medically attendeimhfluenza-like illress (MAILI) among its
member childrerged 6 months to 9 years and 6A28nths. Ten percent of its 380,000
members are children aged <léays. The study used KPCO's@konic immurzation tracking
system and electronioedical record system. KPCO’shmical infrastructure allowed rapid
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identification of va&cination status and ILI-related outcomes.

As of October 18, 2003, >50,000 shots had beeengat the region-wlie KPCO influenza

clinics. Walk-in vaccinations werevgn through December 33146,000 members were
vaccinated during the 2003/04 seas Estimated vaate coverage by December 31 were 58.8%
for children aged <2 years and 38.8362-9 year-olds. The studynitations included the lack

of a laboratory confirmation arttlat the more narrowefinition of ILI could be biased if
physician knowledge of ¢éhchild’s vaccination stas influenced coding destons. This was also
an observational study, and couhvolve selection bias regand who obtains vaccination.

Sudy methods. Age at enrollment: 6 months toy@ars on October 1, 2003, of children
continuously enrolled in KO from October 1 to Decédyar 31, 2003 and one prior KP
encounter. Vaccinain status was dgermined as fully vacoated (two flu shots14 days before
ILI); partially vaccinated¢ne flu shot in fall 200314 days before ILI and no record of prior
influenza vaccinatins); and unvaccinadgno shot in 2003).

MAILI and the pneumonia/influenza codes weréirtsd. Adjustment variables for the analysis
were age, gender and priosédase categories, which weletermined from KPCO disease
management registries. In the survival analysscine statugas included as a time-varying
variable. Other modelsere run for a subset of 6-23 nib-olds. Demographics and prior
disease categories, vaccinatioatss of pediatric members gtimultivariateCox proportional
hazard model and the hazard modeltf@ 6-23 month-olde/ere charted.

The study conclusions, despaesuboptimal antigenic mattietween the w&ine and the
circulating influenza strains, were:

. Fully vaccinated children aged <10 yearsav27%-50% less likglto present with a
MAILI (depending on definitionjhan unvaccinated children.

. Fully vaccinated children &gl 6-23 months were 49% |dély to present with
pneumonia or influenza dém those unvaccinated.

. For all children aged <10 years, partiaccination (1 shot) v&significantly less
protective than twshots (0.73 vs. 0.49).

. However, partial vaccinatiowas not found to bprotective for childen 6-23 months.

. A significant protective efiet was more likely to béound using a more narrow
definition of MAILI or ILI.

. KPCO's electronic medical record enabled endastration of vaccim effectiveness in a
year when RSV and inflmea did not co-circulate.

. The laboratory confirmation witbe more importarin other years wh limited influenza

circulation and high levels of nanfluenza virus co-circulation.

This study suggested substantiperational challengde vaccinating largaumbers over a short
time period, something likely tworsen with a uniersal ACIP vaccinatio recommendation for
all children (or all Americans)KPCQO's experience last season, as a result of the media
coverage, of beingnundated in a very few months (esiadlg in their primary care clinics)
supported that studymonclusion about the ellenges upon a universal recommendation.

Discussion included:

. “Fully vaccinated” meant imiunization in the two separate falls of 2002 or 2003.

. Dr. John Modlin commeet that the only datavailable for efficacyamong children with
chronic conditions were for those with undemtyiasthma. The numbef those in that
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single population might be suffamtly large for analysis, dhe sum total of children
with chronic underlying conditionsWhen Dr. Ritzwoller saithat the latter analysis
could be done, Dr. Modliencouraged that, since inéinza vaccine efficacy among
children with chronic conditionis a controversial topic.

. Dr. Walter Orenstein notedsaibstantially different vacee uptake between children
with- and without underlying cornttbns. He asked, since vaee efficacy this past year
differed from previous years,there were enagh vaccinations givein 2003 or before
that, which could suppothat same analysiDr. Ritzwoller was unagain that this was
possible. There amnough data, buhe absence of laborayoconfirmation and the
different seasonal peaks, invirig co-circulatingviruses such as RSV, parainfluenza,
etc.), may not allow certaiascertainment of ILI.

Influenza Vaccine Effectiveness, University Student Population
Presenter: Dr. James C. TarnUniversity of Virginia

Overview: Vaccine effecteness study done earlytimee 2003-04 influenza season,
evaluating a population of mbgtyoung, healthyadult students ahe University
of Virginia.

Dr. Turner began with &ibute to Dr. Barry MFarr, who he had hopedowld have been able to
give this presentation. Blicareer is ending at a8 due to an illness, afta career of nearly 26
years at the University of Vingia (UVA). He applauded Dr. Fas world-class career and his
hundreds of publications. He will lggeatly missed by the field

Knowing the mismatch between the influenazcine and the circulating strain, the UVA
studied vaccine effectaness (VE) early in 802003-4 influenza seas. They evaluated a
population of mostly young, heajtladult UVA students. High tramission rates of respiratory
pathogens have been documerdatbng studentsving and congregatinigp dormitories, and
VE is usually maximal aong young, he#hy adults.

Methods. In this retrospective cohtostudy, student ladth computer reaads were mined for
influenza vaccination adinistered (from 10/3/03 to 12/403) and ILI dignosed (from 11/3/03
and 1/5/04). ILI cases diagnose@ weeks after vacomnwere excluded. Aensitivity analysis
was done with an incideaaensity comparison thatcounted for severaldtors: 1) assignment
to the control group of \&ine recipients who were not immeiuntil 17 days after the onset of
the study period, as well as alises occurring <2 weeks aftecemation. Thateft 66% of
vaccine recipients who Hdaeceived vaccine >2 weeks beftiie analysis (accomplished by the
final 12 days of the study)-or the remaining unallocatedyda the vaccine group was assumed
to be half immune and half nomimune, and the lattevere assigned to tle®ntrol group. ILI
was defined. Rapid antigen screemere used first to confirm iglemic influenza, after which
classical cases were diagnosed without scre@sly equivocal cases wesereened.) Vaccine
availability was publicizé to students and given to them on their request.

Results. During the study period, ILI was djaosed in 266 (1.75%) of 15,163 unvaccinated
students. Of the 3,473 who reaeivinactivated influeza vaccinel9 (0.55%) developed ILI >2
weeks after vaccinatiorEighty-eight (36%) of 244 flu scregnvere positive during the first 2
months of the outbreak, and fi(@%) of those positive testgere among those vaccinated.

A sensitivity analysisompared incidere density between an uradhted (50/50) immune/non-
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immune group. The vaccine group had 19312 weeks after vacatnamong an estimated
142,321 person-days (1.3/10,000 person-daykg control group had 282 ILI among 1,050,383
person-days without vaccine €r2 weeks after \aine (2.7/10,000 personyi, for a relative
ratio of 0.497 (95%CI, 0.30-0.79When allocated by 25/75 mune/non-immune, the rates
were 1.45/10,000 person days for the vaccinegand 2.65/10,000 person days for the control
group, for an RR of 0.546 (95%CI=0.32-0.87).

A parallel study of flu vaccine and ILI dVA hospital employeesl(/3/03-1/5/04) involved
3800 employees with patient contact, of whadB3 (81.2%) were vaccinate During the study
period, 17 (0.45%) reported ILI. e (53%) of those sas were tested, afide (56%) the nine
were positive. Of those fivene (20%) was in a eainee, but symptontsegan within 2 weeks
of vaccination. The studyiggested VE, although lower thaome years, of an RR of 0.31,
while the Colorado data suggjed no efficacy (RR=0.87).

Conclusions were:

. The vaccine was associated with a 50%-68%tive reduction in ILI among the
university students during the fitsto months othe 2003-2004 season.

. Although this was a loweVE than in most years, sidigant efficacyoccurred even
though the presence tife Fujian strain wagdocumented in Virginia.

. Student Health data (young,aihy adults) may &w rapid assessment of maximal VE
during the early phases afcommunity epidemic.

. 15.6-fold more ILI cases (anddhier statistical pper) were availablen Student Health

than in Hospital OccupatiohBEealth over same period.

Discussion included:

. Dr. Nichol observed that adaction of 50-70% is consistewith other efficacy trials
that examined lab-confirmed ILI. If ev@5% of the students i medically-attended
ILI actually had influenza, thefficacy for reducing influenzaould be even higher, so a
rate of 50-69% is not lowehan seen in other publishetlidies. Some showed a
reduction of medically-imnded ILI of 30%-45%.

. Dr. Neal Halsey citg crowding as a risk factor ftwoth acquisitiorand, potentially,
increased severity of influga. That has not been anadyz but these studies may add
that as another facttw adjust for analyzingfficacy study. Dr. Turer said that on- and
off-campus residency calibe determined, andahmight relate to irensity of exposure.
College students do noecessarily spend time at thedldaess, but it add be assumed
that people living in the sant®rm room could transmit, basen other illnesses. But in
this case, on- and off-campus students araécezhby the same healthcare system, so the
results probablyvere not biased.

Case-Control Influenza VE Study, Persons Aged 50-64 Years, Colorado 2003-04.
Presenter: Dr. Guérmo A. Herrera, NIP

Dr. Herrera began ith a warm recollection of past frienddio were intenbn making the world
a better place, many of whom did not survive tsdo He called for the asf evidence to make
the world that better pte, noting that life iob short to not do so.

Overview: Case-control stuayf the VE of 2003-04 influenzeaccination against medically
attended, laboratory-confirméafluenza illness among persons aged 50-64 years,
Colorado. The analysis focused on pessvaccinated <2 weeks prior to
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influenza onset.

CDC conducted a studg estimate the vaccine effeaivess (VE) of 2003-2004 influenza
vaccination againgnedically attended, laboratory canied influenza illness among persons
aged 50-64 years. Laboratomgnéirmation was facilitted by the Colorado Héth department’s
requirement to report positive in&nza tests (although nfor case contact information). Of the
>10,000 cases reported by Decenmik, 2003, >500 were aged 50-645%2 Because of the age
group and the characteristicslaboratory based repanty, serious cases arere likely to be
tested and reported. @awas collected from éhcase individuals (rmlom digit dialing) on
demographics, illness onset/dwa, vaccination/timinggdoctor visits, hosgalization, and use

of antiviral medication.Those who did not recall an influentzsst or illnesgrom November to
December 2003, were exclkd from the analysis.

Three controls were matcheddach case. Frequency waschad by telephanexchange and
gender. A logistic regression moaeas used for analysis. Persamgcinated <2 weeks prior to
influenza onset were considered unvacadatnd excluded fro the analysis.

Results. Out of 574 reported cases, 386re interviewed, ahmost of the balece could not be
located. Control recruitmenhd demographics were presentddhe cases and controls were
fairly evenly matched in age 18% were 55-64), gendé40% male), insurece coverage (88%-
90%), most (76%-79%) we vaccinated, and wkit(86%-91%). Such nzhing was not true of
high-risk conditions, however, with0% the cases reporting thatrsus 21% of the controls.

. Of those hospitalized (32.5% oadl; 47.9 at high risk and 1%% not at high risk), 42%
were vaccinated overall; 55% of thosergvat high risk an82% were not.

. For those excluded with 111-13 days before illnesmset, 45.9% overall were
vaccinated; 55.5% dhose were at highsk and 35.8% were notThe percentage
hospitalized was 32.4% ovdlrat8.4 for high risk and 15.8 for not high risk.

The limitations of this retrospéve study includedhe non-random allocatiasf vaccine; that
controls were not tested forfimenza, and that ekuding persons withi_l also may have

excluded persons with influenza. Vaccinatstatus was self-repodt@nd recalbias was

possible concerning the datesvaiccination and illness onsePersons without phones could
have been under-represented, and lab-reportabés cgenerally over-represent patients who are
more ill and hospitalized. Trease-cohort method provided wi& confidenceantervals, and

the overall vacnation rate at the timef case illness onset wasknown due to early season.
Finally, historical vacime coverage estimatesuld overestimate VEA case-control study is
underway.

The study concluded that estited VE against medicallytahded, laboratory confirmed
influenza, 33% of whom were hatalized, was 52% fathose not at high sk and 38% for those
at high risk. These results were comparableeteeral other studieshich showed VE ranging
from 15%-38% when the vaccimeas a suboptimal match to thieculating strain; and a 50%
VE for lab-confirmed influenza.

The study’s recommendations:

. Supported the CDC/ACIP recommendationsdatinue to encoura&gvaccinabn even
when the vaccine nieh is suboptimal
. Prospective, timely \&ine effectiveness sieillance is neded and iddly should be
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conducted annually ith a comparale methodology and pagation each year.
. Efforts to raise vaccinatiotoverage shoulde continued.

Discussion included:

. The study used the term “effieveness” as opposed to “efficy” because CDC only uses
the latter for RCT studies.
. Dr. Decker reported a rece@tinadian report that found lited or no apparent efficacy

against ILI among selectedrig-term care institions reporting outbreaks in season. But
a 45% reduction in radiologitta confirmed pnemonia and a 39% reduction in deaths
among long-term facility resiads were observed. Thethars concluded no significant
effect since the Cl included 110yt Dr. Decker thoughhat to be a sample size artifact.
The estimates of major effectiveness outceae comparable to those seen among other
years in populations offerg larger sample sizes.

. Dr. Neuzil cited Dr. Edwards’ §ear study reped in thedID in 1994. An RCT, this
compared ILI and lab-confirndeinfluenza and demonstrattwat ILI will always be
underestimated. That studiso had two matchechd two mismatched years for
influenza A viruses, and shed a higher VE (>70%) estineathan the Bdges study.

She commented that “match” is a relatterm that changes year to year.

. Having VE information is helpful mid-influea season, but infornian on its lack of
effectiveness is not. The rhedology of these large databashould be standardized to
allow rapid feedback during ¢hinfluenza season and helg tiirive to get more people
vaccinated. Dr. Fukuda repaitéhat CDC is tryng to put those prpegctive studies in
place to accomplish that.

Update: National Influenza Vaccine Summit
Presenter: Mr. Dennis O’MarBlIP, for Dr. L.J. Tan, AMA

Overview: Summit meetings to discuss vaecilemand, crisis planning, improving health
care worker vaccinatiorates, universal vaccitian, and improving vaccine
uptake.

These summits have been co-sponsored b§ @id the AMA since 2001, in response to
influenza vaccine production/digiution delays. Tay have broérepresentation from the
vaccine industry, governmgmelevant professional organizats, public health, health care and
community immunizatiomproviders and institutions, busirsesnsurancerad managed care,
consumers and advocacy groups. A numbevarkgroups have beenrfoed to address the
issues of physicians, occupgmatal and community-based vatation providers, payment,
vaccine distribution and reallaban, and consumer educatioWorkgroups are planned to
develop a steering commig@nd to address issues of vaeaccommunications and long-term
care.

The 2004 Summit proceeded from firemise that demand drivesceane supply. This involves
public and provideeducation and requireseltelivery of aconsistent mesga. It was
acknowledged that the definitiai “demand” requires clarificain, relevant tdooth consumers
and pre-ordering. An extensiofnthe vaccination season wagported. It was agreed that
crisis planning must be both prai&e and timely. The input of stekolders is crital, including
the development of tiered recorandations to targetaccine to those aisk in periods of
shortage, and vaccine rkmdation procedures.
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The Summit developed a list afeas in which it could help advance immunization. For

example:

. The Communications Workgroup in démgment looks tamprove routine
communications, create a yaaund approach to influenzarmonunications and to “put a
face” on influenza. Thiswolves the developménf a “message npd to defeat the
myths about influenza vaccinati and to create a single, sipunified voice for all its
aspects.

. To improve vaccinatin rates among health care wogkenodel programs and relevant
templates will be identifiedThe Summit will work with thedf CAHO and NCSL to create
new standards, regulations, dadislation to helpnake influenza vaccination mandatory
for health care workers. The latter’s amsé will be approacherbllaboratively, and
activity will build on the*Call to Action” and monogaph published by the NFID.

. The move to universal vaceition will be supported, andraalistic timetable will be
developed. Dialogue witGanadian and Australian colgges will continue. A Summit
Universal Vaccinabn Working Groupwill be created.

. To improve influenza vacceuptake, promotion/support 9ate-seasohvaccination
will be strengthened. Pediatvaccination willbe promoted, as Wivaccination of
women in concert with ACOGBusinesses will be educated vaccination’s benefits
and urged to incorpomtvaccine coverage into theirdi plans. Improved payment
rates for vaccine/vaatation will be supported and pate insurance orgach will be
improved.

. In a broader concept of iniknza prevention, tfeummit will advocatdor improvements
in respiratory hygiene by health care wogeatiagnostic testingnd use of anti-virals.

The National Influenza Vaccine Summit is percdias a permanent butfammal organization at
the national level that works geround on the issues. As a flae entity, itcan respond to
contingencies, and it could gand attention to bader array of adult vaccination issues.

There were no subsequeuestions or discussion.

Priming and the Pediatric Influenza Immunization Dosing Schedule
Presenter: Dr. Katherine Neuzil

Overview: Data from first yar of a two-year study comapng two infuenza vaccine
schedules used among 6-20 nieatd children. The stydis a collaboration of
the University of Waslmigton, the Madigan Army Medal Center, and the Duke
University Medical Center.

Two doses of trivalenhactivated influenza \aine (TIV) are recommended when a child first
receives vaccindyut doing so in the fall fere influenza season challenging. This study
compared TIV vaccine aetogenicity and immunogeity among children agf 6-23 months in
two groups: those who reged an initial dose of IV in the spring andhe second dose in the
fall, and another who ceived the standard regimentafo TIV doses in the fall.

Methods. Healthy children aged 6-2@onths were randomized to@of the two experimental
groups described abovénother open-label, edrol group of 40 childremvas enrolled in the
fall. The schedule for vaccinah and blood draw (twe for each patient) was presented for
each group and exclusieniteria were outlined Reactogenicityvas monitoredby telephone call
at 3-4 days and parentdiiaries for 5 days, and daily tempairres were take All children
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received two doses of Vlin the fall, in accordance withastdard of care guidelines. Children
in the early group (sprinfgll vaccination) receied a total of tree TIV doses. Vaccines had no
preservative and included antigens for HIMdscow/10/99, A/H3N2New Caledonia/20/ 99
and B Victoria-like. Immunogenity was assessday hemagglutinin infuition (HAI). Adverse
events assessed were injentsite redness, swelling, feveni{d, moderate rad severe), and
drowsiness, irritality, vomiting and clange in appetite.

Reactogenicity results. In all, 259 children entled in the early (114), ahdard (105), or control
(enrolled in the fall, N40) groups. Since no significant difé@ces in agesex, or time of
vaccination was found beeen the standard andrdrol groups, their retts were combined in
this presentation. The déagroup received theirst TIV dose at a signdantly yourger age (11
months) than the othé&wo groups (15 monthsP<.001).

Complete reactogenicityata was availablen >93% of participnts after their first, second or
third dose. These showed:

. No significant differace in fever (>100°F) among the groups, or children after TIV
doses 1, 2 or 3, nor for rates of reaciiothe first 3 days post-vaccination.

. No influence according to age of vaccioation rates of fevergdness, or swelling.

. No differences in rates of\ver, pain, or redness with ir@ased time interval between
shots (~4-6 months vs. 1 moriiatween first ath second TIV)

. No significant differences inther symptoms among groufsitability, drowsiness,
appetite)

. No significant difference in the percentaifildren who received two TIV doses

according to different schedid (dose 2 administered@cttober or December, with
influenza season beginning in November, 2003).

The study conclusins were that:

. Initial and repeated doses DV were well tolerated, with lite fever, pain, redness, or
swelling noted and nognificant change imeaction rates withubsequent TIV doses.

. Similar rates of antibody titers1:32 by HAI wereseen to all theinfluenza antigens
following the second TIV dose, regardlegsvhen the first dose was given.

. Children given the first dose of TIV the spring were immured against influenza

earlier and had feer office visits tharthe Standard/Control group.

Further studies are underway t@atiate this schedule using a pirigy spring vaccine. This will
have a different amgenic composition due tine changed H3N2 and&mponents this year.

Discussion included:

. Dr. Abramson observed that thsgidy confirms thabnly one dose isaeded in year two.
He asked if any data indicated whether a da€emonths still prirad the child for the
next season, or if someone abible primed at <6 months afe (e.g., at &3 months in
spring and then given full protien in fall). Dr. Neuzil presnted as the ideal, giving the
first dose of vaccingear-round. Only 20-25% of the studhildren werevaccinated by
6 months, too few to draw ampnclusions; but that analystgght be possild this year.

A subset could be primed aje 3 months and earlier, agiglen dose 2 in the fall.

. The 1:32 cutoff is good for compng immunogenicity amongeéhgroups, but analysis of
the distribution of antibodyttrs (now being analyzed)onld be more sensitive.
. Dr. Martin Myers reported dafmesented to VRBPAC lastlf@n two groups of children

aged 15-23 and 6-15 months. The magnitudeeif responses tach of the antigens
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differed, as assayed BDA and at CDC.He asked if youngerhildren’s immune
response is less. Dr. Neumipeated that the numbgnevented such breakdown.
However, she thoughtdhthe age wodlbias against the egrtjroup vaccinated in
spring. The standard group svalways vaccinated at age 4-5 months older.

. The expiration of vaccine ilune should be extended/éar-round vaccination becomes
a reality.
. When a strain changes and the first dosemis the old vaccinend the second dose is

the new vaccine, Dr. Plotkimsked if the responses woldd equal to tw new-vaccine
doses. He advised doing a malization test as well as &l test for specificity for
strain utilization.

. Mr. Hosbach, of Aventis, said that the expoa date deliberatelgnds in June in
anticipation of the next seasdn,avoid the co-circulation dfvo different vaccines, but
there are data that support its d¢ouaed viability beggond that date.

. Dr. Katz raised the issue diagnostic testing. Hasked what Dr. Neil had heard from
parents whose 6-12 month-oldsvelop RSV or adenovirusic., after vacination, and
asked how their confidence the vaccine’s effectivenessuld be maintained. Dr.
Neuzil agreed that this ischallenge, more so in pediatthan internal medicine
practices. Care is needededucate parents that this vaeewill not protect against all
respiratory illness ithe winter time.

. Dr. Fred Rubin, of Aentis, commented that the nelization test on} enhances the
sensitivity of detectingdditional antibodies, over thaready-specific HAI.
. Dr. George Peter askedtlfe first dose must be strain spegibr if it could be generic.

The reason children receive two doseseisduse they are not primed by natural
infection. If that is true, thstrain antigen of # first dose might nanatter. Dr. Neuzil
agreed. Any vaccine could be given to dcchged >6 months @he beginning of the
influenza season.

. Dr. Schaffner called atteoth to an NFID announcementtime meeting materials about
its development of a toolkib help pediatricians andrfaly physicians reach the 6-23
month-olds to be immunized. The tkiblis also available electronically.

Update: Pandemic Influenza Preparedness and Response Plan
Presenter: Dr. Ben Sclantz, National Vaccine Bgram Office (NVPO)

A mockup of the planned pandenptan Website was shared, wiiwill be reguarly revised
and updated. The U.S. pandemic plan has deeealoped andleared by DHHS. After it is
reviewed by other depanents, it will be released foré®-day publiccomment period. That
input is important, as it wilbrovide fresh perspectives decision-making on currently

unresolved issues, and helpdentify and improve uclear (or missing) areeof information.

The core plan describes the pges of national coondation and decision-maig in the event of
a pandemic. An overview of key preparednessssund an outline eésponse actions at the
national, state, and lodavels are providedTwo independerguides aid plannig by state and
local health departmen#nd health care systems. Thidalag behind pblic health in
planning. Ten anneggrovide more deil@ad and technical information on key
preparedness/response issues.

Three annexes to the pandemic plan were higlddyht this meeting: a strategy to decrease
disease transmission early in the pandemtwefwsufficient vaccine nyanot be available),
lessons learned from the swimdluenza program (a pandeniltat never occurred), and the
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preparation of a plan based e similarities and ffierences beteen influenza, smallpox and
the SARS outbreaks which are relevemall public heah emergencies.

The current plan describdéederal coordination (command and cohtactivities, particularly by
DHHS agencies; pvides the legahuthorities for pandemic nesnse actions; describes the
currently available infrastructures and tedogees, and gives guidae®n strategies for
response actions and supporting maies. It does not (yet) adei on a public/private sector
mix for pandemic vaccine purcheaand distribution, defe priority groups for vaccination (the
goals for that definition are being developed3piee indemnification oliability issues, or
provide such specifics as whioatild provide essential communggrvices, or how to run a mass
vaccination clinic or supplgducation and communittans materials Key issues not yet
included in the plan afdeow to gather public anelxpert (e.g., ACIP) inpuparticularly on: 1) on
the decision making process for uroleed issues; 2) defition of unclear oincomplete plan
areas; and 3) additional igance of what other nherials might be useful.

Aside from the plan’slevelopment, CDC has enhanseudiveillance and expanded its
surveillance collaborations in Asénd with the WHO. To enseithe security and supply of
vaccine, DHHS funding has bealtocated to assurgear-round egg availdiiy and to expand
and diversify U.S. influenzaaccine production witkell culture technogy. The NIH is
obtaining and testing pilot lots 6f5N1 vaccine, an Oseltamngtockpile will be established,
and bioterrorism funds supporast and local pademic planning.

Discussion included:

. ACIP and its Influenza Wégroup will review and commeénvhen the plan and the
Website are released.

. The Canadian plan also isablable for review.Dr. Poland suggestedcase study to see
why, in view of what is known, it took almb30 years to del@ a pandemic plan.

. Dr. Marcuse wished for disegion of vaccination prioritizein in a pandemic. DHHS
has discussed this atecent meeting of the CSTiwhose input was requested.

. In view of increasing ifluenza vaccine producticand related VFC funding, the

Influenza Workgroup suggestéuhat the ACIP ecourage CDC toréhance its national
influenza vaccination campai (e.g., through a coordinatadtional plan to promote
influenza vaccination). This relates to theeed for effective communication strategies
and partnering to get the woodt, particularly when theupply status is known after
Thanksgiving.

. Mr. Hosbach reported Aventiahticipation of producing 48-50 tiion dosesmost to be
distributed and dvered in Septembema October. Dr. Padiso urged a push to
continue vaccination at leasto the season and perhapotigh it. This could help to
avoid last year’svastage of 12 millio of the 90 million doses produced, when
vaccination stopped in mid-Nember. Dr. Kathleen @tingh reported Medimmune’s
expectation that 1-2 million des of LAIV will also be available in October for the

season.
. Dr. Abramson urged emphasis on iaetion of household contacts.
. Changing the June 30 expiratiohthe current vaccine probly could not be addressed

in time by the FDA. Asidé&rom the issue of having tweaccines co-circulating, FDA
needs the stability data support extension beyond JurMr. Hosbach reported that the
Aventis vaccinas usually licensed in Juto allow supply for cass (e.g., in Alaska).
Study of vaccine stability12 months is needed.

. Dr. Deborah Wexler reportetie last Influenza Summitdevelopment of a laminated
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card (“Pocket Guide for Influenza Vaccimat”). It was endosed by 15 medical
associations and the 50@print run was depleted. Thhgpe to issue it a@in this year.

. The ACIP will discuss 1) the use of enfiseason vaccine to priny@ung children (more
information is needed), whiccould be adopteals an ACIP approach; and 2) the
immunology issues related to potentially hmyiwo vaccines available. Those issues
will be referred for discussn to Dr. Fukuda and othemsho will report back at the
October meeting. Dr. Hadlesked that recommendatidmes forwarded to him, Dr.
Cochi, and Dr. Chapman.

. Dr. Marcuse commented thaethisk of ensuring an adedeavaccine suppgleven with
unpredictable factors is nogarried by the manufacturessho decide how much to
produce. There shoulik a differenpartnership between gersnment and industry to
ensure the supply, share tiek, and provide some accountdl for demand. Dr. Levin
reported that NVAC wouldonsider those issues in itdléaving week’s discussion of the
IOM report on financing theaccine supply. The lattertontent paralleled Dr.
Marcuse’s points.

Statement on Influenza Immunization of Health Care Workers
Presenter: Dr. Jane Siegel

Overview: Rationale for improving healthcarenker vaccination rat proposed evidence-
based recommendations; likely results.

The rationale for improving health care workaccination rates includes: 1) the extensive
documentation of influenza transmission in hezdtle settings; 2) studjata with serologic
evidence of influera infection during th&inter among 23% of fadthy adults 3) the
importance to prevention efforts imffluenza vaccination of patiertesidents and staff; and 4)
that health care workemccination coverage remaih flat (at ~38%) from 1997-2002.

To address this, evidence bdsecommendations are needed on the influenza vaccination of
healthcare workers. A literatireview was dont investigag the evideoe on the following.

The impact of vaccination on healthcare worker absenteeism.

. Wilde (JAMA 1999; 281:908) showed an 88% &8%o reduction, rgpectively, in
influenza A and B after vacaition, 29% fewer days abseahte to febrile URI and 53%
less days absent.

. Saxen PIDJ; 1999: 779-83) showed a 28%duction in total sicklays due to URI and in
days the worker felinable to work, fewer days ofs@ratory illnesr symptoms, and
fewer antimicrobials prescrol. There was no differenageabsenteeism among health
care workers with or withowdirect patiat contact.

. Among healthy workin@dults, Nichol NEJM, 1995) showed a 25% reduction in URI
episodes and relaté®% and 44% reductions sick leave dayand physician visits,
respectively. Thdirect and indirect cosavings were calculatdo be $46.58 per person
vaccinated.

. Bridges JAMA 2000; 284: 1655-63) showed a 50% retthn in lab-confirmed influenza
in the 1997-98 season a@f% in 1997-98; a negae effect (-45%) in lost work days
1998-98, but a 32% reduction in 1998-99. Blmtietal costs in997-98 were calculated
at $65.59/person and $11.17 in 1998-99.

. Demicheli (Cochrane birary, 2004) showed 0.4 (95 %,®©L1-0.8 days) fewer lost work
days among healthy adults.
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Nichol (JAMA 1999; 282: 137-44) showed LAIV prodog a 19-24% reduction in severe
febrile illness and febrile UR, an 18-28% reduction imork loss days, and a 43-47%
reduction in the number gs of antibiotics.

The impact of health care worker vaccination on nosocomial influenza transmission.

Potter 0ID 1997; 175: 1-6) compared vaeation of health careiorkers and patients in
long-term care facilities. H®y indicated decreased moitygfrom pneumonia-related
deaths in patients with health care workaccination; greater #m that from patient
vaccination.

Carman Lancet 2000; 355: 93-7) followed up on thatcompare institiions where the
health care workers were vacated (coverage 51% wte offered) or not (5% coverage).
Crude patient mortality was significantly deased in the forme®CR results of living
patients did notliffer in percent positivity, but thos® patients who did in facilities

with vaccinated workers showed a signifitdecrease in PCpositivity. Another
analysis of functional level showdide same differences in mortality.

The impact of influenza vaccination of healthcare workers on patient safety.

The StevensorlQMAJ 2001; 164: 1413-9) surveys of Cdien long-terntare facilities
reviewed staff vaccination ammditbreak rates. The overalafftvaccination rate in 1998-
99 was 35% (median percifity 40%) and theesident rate was 88 (median 90%). The
resident vaccination ta was significantly inversely rekd to outbreak itidence. Staff
vaccination rates overdiad no significant effecbut did when stratiéid by fadity size.

Remaining questions alude how to use data from bueak control taletermine:

Whether TIV shedding datadicate asymptomatic ral shedding in immunized
individuals, and if so, if ihas clinical significance. Tevstudies offeng inactivated
vaccine showed less sheddergong the vaccinees.

How the valid it is to extrapolate data fromdfthy, working adulter from experience in
long term care facilities to the erall health care worker population.

Whether evidencedsed ratings of recommeriabes should be issued.

Relevant to the latter, the HICPAC systefrecommending based enidence was shared.
These recommendations are baseg onlthe peer-reviewed literature:

Category 1: “Everyone do it.1A levels are strongly commended for implementation
and strongly supported by well-signed experimental, clinical epidemiologic studies;
1B, strongly recommended for implemertatand supported by some experimental,
clinical or epidemiological sties and a strong theoreticatioaale; 1C, requed by state
or federal regulations, rules or stardka(with or without supporting data).

Category 2: “Do it if you want.” Suggesl for implementatin and supported by
suggestive clinical or égemiological studies or a theoretical rationale.

No recommendation: “No one kws what to do.” Thigs an unresolved issue of
practices for which insufficient evidenoe no consensus regamg efficacy exists.

Among strategies to improve htratare worker vadaation, several typesf recommendations
are possible:

All health care workers shoutdceive influenza \ecine annually tgrotect patients
(Potter 1997, Carman 2000, Stevenson 2001)Y@dédcrease abseeism (Nichol 1995,
Bridges 2000, Saxen 199%nd perhaps Wilde 1999).

All healthcare workers should be provideth the rationale to support universal
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participation inthe annual influeza vaccination.

. All healthcare workers argtudents of healtare professian(Nichol 1997;
Watanakunokorn 1993; BryaHt[in press]) shou be provided influenza vaccine at no
cost.

Additional strategies to enhee vaccine acceptance bgdithcare workers could be:

. Monitoring of influenza vadoe uptake during theannual campaign; providing feedback
and focusing educatiomd vaccine deliery activities in deficient areas.

. Compiling unit- or group-specific reps using appropriate denominators.

. Using mobile carts or “influenza deputies.”

. Role modeling by institutional leaders.

Other high-risk areas involvingealthcare workers are thaseolving contactwith healthy
children aged <2 years, withe elderly, and pregnant hdedare workers. After this
presentation, next steps todadressed included ddgpment of recommendans for review by
HICPAC and ACIP anthe publication of reanmendations in MMWRy the fall of 2004.

Discussion included:

. If a recommendation is to be pigdhled in time for this seaspih would need to be drafted
and voted on at this meeting, using the HNCPrating scheme untthe ACIP’s is fully
developed. Waiting for thettar would delay a recommeation to the 2005 season.
There waonsensus to issue something for this fall and then updating later
according to the ACIP evidence-based format.

. Related issues identifieddaluded who would paif it is recommendd that medical
students receive the shot ateust, and if allied health Bool students wermcluded in
the recommendation. Listing thes a strategy for successremove theost of the
influenza burden, might be erapproach. Making this séaent as strong as possible
was endorsed, since thssa safety issue for healthcaverkers and a clisal issue for
patients. The data on thase “clear and unambiguous.”

. Vaccination is already recommentand most hospitals alreadifer it to their staff, but
compliance is stilpoor. The data are not strong thfas vaccinecreates a safer
environment, but thas also true of measles and rilderaccination. Reearch into why
healthcare workers resist vaccinatismeeded, to oveoene those reasons.

. In Canada, the Potter stutiglped produce an thoritative statemdrwhich produced a
significant change among h#atare workers. Factorsmtributing to high and low
coverage in fatities included the fadily director’s strongsupport and the ease of
vaccination on all shiftsBut problems remain in largelde care hospitalthat have high
casual staff turnoveand poor resources. That isiasue of resources, not the
recommendation, but the latt@quires “teeth” irterms of fallout for an unvaccinated
healthcare worker, as well essources to implement thosedglines in tle facilities.

. After four decades akcommendation and littleompliance, something needed to push
the goal further. A sepam stand-alone statement tatigg healthcare workers has
value.

. As a nurse, Ms. Betsy Frasef,Birmingham, defined the tkom line: influenza can be

transmitted 48 hours before sytoms emerge. Health camdrkers demonstrating by
example that the shat safe provide a strong lead their patients.She advised
simplifying the message to ensuhat busy, distracted heatdre workers will hear it.
Many studies indicatthat healthcare workers are “clueless about the rationale for” the
vaccination. Education ke first step, perhaps by professl organizationghat this is
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expected of healthcare workers.
. Publicizing vaccination rates fibeen shown to be an eflgetimpeller, but there must
be a measurable data point.

A statement was prepared ovegimti and presented on the followgiday. CDC staff advised on
the perspectives of poliand adult immunization.

Adult Immunization: NFID/Natio nal Coalition Presentation
Presenter: DiKristin Nichol

The National Foundation for le€tious Diseases (D) presented its Call to Action for
influenza immunization dfealthcare workers to¢hACIP last Februarylt has been endorsed
by multiple organizatios. Many of the latter are coneithg action to irprove vaccination
rates. The NFID also issuaddocument, “Improvingnfluenza Vaccination Ras in Healthcare
Workers.” This addresses theerall impact of non-vaccinaitn, the lack oknowledge of the
vaccination’s rationale by healtiare workers, and its potentiaipact. Since noraccination is
associated with outbreaks, a caeimensive, concertedfert is needed by radth care providers
and institutions, insurers, and ployers to improve w&ination rates. Theeport outlines three
specific strategies for three mantervention areat® do so: 1) increasdemand, 2) enhance
access, and 3) reduceopider barriers. Employer support\wdccination, provision of easy
access, and education ofalite care worker to digh myths, are critical.

Adult Immunization Schedule 2004-2005
Presenter: Dr. GregpiPoland, Chair, ACIP Adult Immunization Workgroup

Overview: Update on adult pamococcal revaccination and the adult immunization
schedule. The workgroup hopedai@sent data on immunogenicity,
reactogenicityand safety data #te next meeting.

One adult immunizatioschedule is color-coded and ongaed by age group and then by
medical/other indicationgnother is coded by vaoe. Small changes were outlined: an added
chart row for health care workers; removatled cautionary footnotagainst using influenza
vaccine in pregnant women the second and trester (and noting appravaf thatvaccination

by ACIP, AAP and ACOG). Téupdated influenza vacciman footnote would now be
consistent with the 200&€commendations released.

The workgroup discussed the pro’s and con’a dtily- versus October schedule release.
Feasibility issues requidean October release to allow pars® prepare vaatation programs,
order vaccinerad allow timely reminder for college enttario be vaccinateih fall. Also
discussed was the schedule’snpbexity versus the desire tave the format match the
childhood harmonization schedule @ase reference by familyamtitioners consulting both).
They considered whatr more risk-based groups shob&ladded, versus simplifying the
schedule’s appearance by age, and whethéeitsdaoo much or too little information. The
concept of offering a life-spasthedule was dcussed. The scheduwias reviewed by focus
groups conducted by Dr. GaFreed of the Univeity of Michigan. Hefound that the vaccines
were not being routinely admstered by clinicians, and tisehedule seemed to improve the
knowledge of neededhccinations.
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The ACIP was asked to approve thresented adult immunizatiorhsdule, to be released this
fall or perhaps in July. Alspresented were thgotential childhood/adolesnt schedule, the
adult immunization schedulenethose two merged. All weege- and condition-based.

Dr. Birkhead moved to approve the recoimended adult schedule as presentedr.
Zimmerman seconddtie motion. Thexr was no discussion

Vote

In favor: Zimmerman, Womeodiraenor, Gilsdorf, FingeDeSeda, Campbell, Birkhead,
Abramson, Levin, Poland.

Opposed: None

Abstained:  Marcuse, Stinchfield

The vote passed.

Dr. Marcuse noted thatfluenza and perhaps hepatitis B aaccines thatould be given
electively to people teeduce their disease risk.he color scheme wasund to be clear only for
persons at risk (e.g., from a meali exposure). Considering theiversal influ@za vaccination
recommendation to come for children, there $thdwe a class of vaoees that might be
“encouraged” as done in footndieperhaps with references. eltame issue will pertain to
hepatitis B vaccination.

The ACIP was in consensus to support the mengg of the childhood, adolescent and adult
schedulesso that they could be usedher in combination or astand-alone schedules.

Pilot Project to Enhance Public Paricipation; Keystone Center Offer
Presenter: Dr. Roger Bernigt]P, Mary DavisHarris, Keystoné€enter (by phone).

Dr. Bernier provided a b&ground on the Wingspread Public Engagement Planning Group
conference, which devagbed a proposed Vaccinelleg AnalysisCollaborative (\PACE). This
resulted from a special assignmhéo explore how the immuration communitynight enhance
public engagement in dision making about vaccines. Tassumptions on which this effort
was based were taring together althe interest groups that norltyado not interact, to work
together to create aigportable proposai the hope that this aghiement would attract wider
interest in the immunizatiocommunity andunding support.

The current levels of pulsl participation wee outlined, as were theganizations involved in the
initial Wingspread planning group. The rationfdeinvolving the pubk was summarized as
“the right thing to do,to share decisions; “the best thingdim” to allow béter decisions, and
“the useful thing to do,” to result in suppdsta decisions. More imptantly, doing so would
build relationships andust, the key outcomes.

The key features of this enf@ed process were outlineRarticipation would involve
stakeholder groupsnd the general public itwo phases (Tiers Ind 2). A “safe harbor”
environment and a “notrattly partisan” ethic wald be the modef operation for its activities
(dialogue, analyses of pendidgcisions, tracking). Pendimgvernment decisns would be
discussed, to produce a list of @pts with pros and cons. VPAGwvould not bea new advisory
committee, as it would not issuecommendations. It was im@ed to enhance such present
activities as public hesgs. It would be a time-limited demstration project t@xplore how to
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engage and increaserstructive dialogue imaccine research andlmy decisions. The IOM
Vaccine Safety Review Committee recently recomredrttiat as well. The potential benefits
were large and the risks were low.

VPACE's discussions would involve issuestbof technology and \aes, cross-cutting
programs and implementation. & government would considdgre VPACE repdrand provide
feedback. Funding of $75,000 to support a three-giot of this workwas proposed by the
Keystone Center. Thelgt involvedthe parallel work of a ahding NVAC Workgroup (Chaired
by NVAC member Ruth Kiz) and that of an IONRoundtable. The IOM had agreed to work as
a convener and to supply arpert on vaccines.

Ms. Davis-Harris related the endansent of this idea by Keystoisesteering committee. They
suggested that the optimade of meningococcal vane might be an appropt&pilot project. It
is a current and timely issuand an ACIP workgroup was dissing a universal versus more-
selective recommendatiorshe asked if ACIP wasterested, ithey agreed that meningococcal
vaccine was an appropriate issaeddress, and if 8y would consider ahprovide feedback on
the pilot’s results. Other issues that also ctnélduitable foaddress were hetilis A vaccine,
and pandemic influenza prioritiestc. There was a time constraint on Keystone’s offer,
however, in that they wished identify an issue in the next tweeeks in order tgubmit to their
Board at their meeting #first week of July.

Discussion included:

. Dr. Gellin reported that thVAC workgroup headed by M&atz is looking at this
proposal, as well other modéleough which to engage pidoparticipation, at its
September meeting. Thaye not seeking issues to agkh; there codlbe a long list
(e.g., there will nbbe enough influenza vaccine to mtet pandemic iituenza plan).

Dr. Bernier clarified tat the NVAC workgrougnad only the origindlblueprint” of this
concept. This funding couldlpt that as a real-life apph¢ion to assist NVAC in its
discussions.

. Dr. Gellin remained unclear & how much theipot would cost, whavould lead it (e.g.,
a Fellow?), or who would bavolved and how thewould be chosenMs. Davis-Harris
reported the assumption thtae $75,000, plus donated tiftem IOM and other public
engagement groups would pay tbis pilot on one issue.

. Dr. Bernier clarified furthethat a group such as the Wipgsad participas would be
involved, and probably inveé many of those persons. Thegre selected to be neutral,
involving both critics and suppiars of vaccine. A two-gasession would be convened
to discuss options that wouldett be fleshed out with an apsils as rich as possible.
Beforehand, a broadeublic engagementould be done to infon the stakeholders’
two-day meeting, anthe latter would be reported to ACIP.

. Dr. Wexler stated that eaine support organizationsguas P-KIDS and the IAC
withdrew after the first meeting when agremsrwas requested to the VPACE concept.
All public organization representatives n@anot involved, sthe process was not
“outside in.” She heard fro others that the NVAC leadas welcomedby those who
continued. She asked who the group stegring committee members behind this
$75,000 project were, as thiogct was not discussed\wingspread. She suggested a
poll of the Wingspreathvitees to assess their suppoirthe VPACE oncept as the
ultimate model for public engament. Dr. Bernier ident&d the Lounsbery Foundation
as the funding sourcand the steering committee wasdi$ton the back of the VPACE
proposal cover. Its membeargluded several ACIP memabs and attereks at this
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meeting, who were named. In all, ~d€ople from theriginal steeing committee
participated.

. Dr. Plotkin observed thahere seemed lingeg dissension to thisoncept and perhaps a
lack of enthusiasm from indirg. He advocate@ublic engagemerthrough NVAC. It
was established, at least in part, to altbat, and unlike the ACIP, it addresses policy
matters that benefit from extel input. Dr. Abramsorouind the meningococcal vaccine
proposal interesting and thoughat NVAC couldpropose that to ACIP. Dr. Nichol
thought that structured inpah certain themes (e.g. vacation cost utility; political,
medical, or legal implicationsssues of distributive juise, etc.) could be useful.

. Dr. Bernier explained it the pilot proposal veadesigned not todestep NVAC, but to
provide it with real-timenput. As an ACIP workgroumpic (as are hgatitis A and
pandemic influema vaccination), it wapresented to ACIP first.

. Dr. Peter stated thatefNVAC workgroup was formeith response to the VPACE
proposal a year earlier, wh&lWAC endorsed the concept pliblic participation. He
was cautious about the two-wegdadline, noting that Keyste could use the funding to
do this independently. ACIP w always be interested @ar the results, but he felt
that the requested endorserneas premature. Dr. Hes agreed and added the
importance of the satisfaction thfose involved ithe process, withdwhich the process
would ultimately founder.

. Dr. Levin clarified that endeement was not being requestedly an examiation of the
work product and ACIP’s opinion of thesefulness of th¢ PACE concept.
. Dr. Thomas Zink, of GSK, was proud to haaaticipated in th&Vingspread conference,

which he termed aenjoyable and educatial experience. Hower, he vould have
preferred to not proceed withetlprocess until sudttetails as raised by Drs. Gellin and
Wexler were worked out. H&ated the importance to &$hat this process be done
correctly, and approved NVAC #se right place to do it.

. Dr. Marcuse favored this as an NVAC pilsince public particip&in is most needed
when questions of valueseaaddressed (e.g., in priozithg influenzavaccine in a
pandemic, weighting individuaha public health, such asImalting spread from children
or saving the lives of the eldg). Such a discussion canlpé¢o provide guidance. Dr.
Evans thought that all, WAC members included, wouldenefit from seeing such a
model in process.

. The length of time anticipated by Dr. Bemie deliver a produavas 3-6 months, which
could allow the pwcessing of 2-3 ®ies a year.

. Dr. Abramson stated that ACIP should setect the issue toe addressed; NVAC
should.

Dr. Zimmermammoved to stop trying to achieve consensus and to proceed with the agenda.
Dr. Treanor secondeddimotion. Although it seemed a reasoegtibn to him, he did not know
enough about it to make an informed decisibm. Finger stated #t the Meningococcus
Workgroup would seek an ACIRedision on that in October 2004 feebruary 2005 ahe latest.
That would not be linked to thfsinded pilot. Dr. Levin sumarized ACIP’s willingness to
review the project’'s work produdt,it is done. Dr. Bernier aepted that, adid Ms. Davis-
Harris, although Keystone woupdefer to have the legitimacpnferred by ACIP agreement
that this is an importanssue on which to delibate and give feedlbl. Dr. Zimmerman
withdrew his motion an@r. Levin summarizeCIP consensus to consider the VPACE
project product. Selection of the topiwas left up to the Wingspad group. Dr. Bernier hoped
that some NVAC workgroup meralts would participate, espatly those whavere not at
Wingspread, as well as imested ACIP members.
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Agency Updates

Department of Defense. Dr. Phillips deferred reportingn the DOD smallpox program, as it
was to be presented tme following day.

Food and Drug Administration. Dr. Baylor reported that hgould inform the ACIP of the
agenda for the upcomg VRBPAC meeting.

National Institutes of Health. Dr. Curlin reported that 8hNIH is maintaining a vigorous
vaccine research agendasues germane to tR&€IP are discussed wworkgroups that include
ACIP membership.

National Vaccine Program Office. Dr. Gellin announced aNVAC Vaccine Financing
Workshop to be held on the following weelts pandemic planing process and public
participation workgroup processkead already been presenteit the FebruarlNVAC meeting,
the Acting Assistant Secretary of Healfr, Biato, asked the comittee how pandemic
influenza planning codlbe better done. NVAC h#sree workgroups addressing that.

Vaccine Injury Compensation Program. Dr. Evans reported the €P’s status, now in its
fifteenth year of opeten. To date, 2004 vac@compensation claims total 787, versus 2589 at
this time in 2003. Most (90% the latter were due the autism/thimerosal omnibus
proceedings. A quarter of the non-omnibeating claims involv®TaP; another 25%, MMR,;
HBV involves 20%. Of the 4000 vaoes administered before 19&8l, but one claim have been
adjudicated. The VICP awarttstal $1.4 billion to date, affhich ~$900 million went to pre-

1988 claims. More than $575 nidlh paid post-88 claims. Ehlrust Fund has $2 billion.

In VICP-relevant legidation, a bill to add hepatitis A and infloga vaccines to the list of taxable
vaccines has pass#tke House and Senate. When the &acy publishes a Nate of Coverage

in theFederal Register, the vaccine will be $ted provisionally on th€IT as new vaccines
recommended by CDC for routine adminiswatto children. Thatvas published on May 29,
2004 for routine vaccination of 6-28onth-olds against influenzafter the Notce of Coverage
conveys the effective (publicatiodate, injury claims can bddd. The Secraty will publish a
Notice of Proposed Rule-Malg, which includes 180-day public comemt period. Upon
publication of the final rulethese vaccines will bedded to the VIT undex distinct listing that
would cite any apptiable injury defined by the Secretary.

Any trivalent vaccine againstflnenza will be covered by the VICP. However, a pandemic
product would not be coved, as that would b@monovalent and would ke to have its own
liability resolution.

Civil thimerosal litigation includes at least 350 ongoiglividual suits for injured
children, but all the sts requesting medical monitoring digethimerosal adulteration of
vaccine have been dismissdderivative claimgroceed, depaling on state laws. The
first cases on the merits of causatiowalving Merck, are likelyto go on trial in
Baltimore in early 2005. In éhthimerosal omnibus autispnoceedings, the discovery
process that was tme 7/1/04 was inddiitely extended by the federal claims. With the
IOM’s definitive report on vadones and autism, it is hopedatithat proess will end

soon. Only a few claims hawepted out of the VICP progratwhich is allowed after 240
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days in the VICP program) to seekmedies in th tort system.

Discussion included:

. When does the process begin to add the meningococcal vaccine to the VIT? Upon a
recommendation for its use in children or adults, how fast could the VICP process cover
that vaccine? Once CDC publishes the recommendateren if it does so for only one
age group, then Congress imposes an exciseltae Secretary doemthing until there
is an excise tax datbut overall activity can lggn with CDC’s published
recommendation.

. LAIV will be covered as welas the inactivated vaccine.

National Center for Infectious Disease: Dr. Alison Mawle updatethe ACIP on the Division of
Global Migration and Quarantineigork in Cote d’lvoire to asst refugees fleeing the civil war
there. At least 8000 of those refugees wesettked in the).S., but beforeand, CDC responded
to three large outbreaks. These outbreagslighted the constamipportunities for re-
introduction of diseases nawontrolled in the U.S.

. Varicella and measles among the U.S-bound refugees. (Refugees need not be vaccinated
before coming to the U.S.; themn be vaccinatedtaf arrival.) When case isolation and
restricted movement could nasolve the outbreaks, @distributedvaricella and
measles vaccine domat by Merck and UNICEFAN EpiAid done by NCID
characterized a new strainvaricella. Working with th&ote d’lvoireMinistry of
Health, the State Departmig U.N. High Commission on Regees, WHO and others,
NCID evaluated iad vaccinated in oneeek >6000 refugees kP different transit
centers. That stopped the longaks and resettlemiewas reinstituted in April 2004.

. Rubella. Then, in late April, ubella broke out, and furthgaccination with MMR
purchased by the State Department wasiadtered to >3000 refugees. Post
vaccination surveillance is ongoing.

Finally, Dr. Mawle anounced, to applause, tf@DC’s Scientific Research Award for Lifetime
Scientific Contribution wagiven to Dr. Walter Orenstej former NIP Director.

National Immunization Program. Dr. Steven Cochieported NIP successgs2004, which also

reflected well on the ACIP’s hard work.

. Hepatitis A dropped radally after the 1999 ACIP reconandation for statewide routine
hepatitis A vaccination of chitén. Targeted to areas ofhest incidence, 50% coverage
was achieved in 11 high riskasés. The drop in incidencetimose states was paralleled
to those areas wheraaccination was suggesteBrevious racialrad ethnic disparities
were virtually eliminated.

. Invasive pneumococcal diseareidence is measured liye NCID’s Active Bacterial
Core (ABC) surveillance system. By thed of 2003, 68% afhildren aged 19-35
months had received PCVthat coverage now apgaches 94%. A May 20QAMA
article reported a markgzhrallel decrease pneumococcal diseas By 2003, reductions
ranged from 77% among <1 yealds, 83% among 1 year-olds, 64% among 2 year-olds,
60% among 3 year-olds, ad8% among 4 year-olds.

Among the challenges t8IP’s work is vaccine finanog. The $45 cost in 1985 to fully
immunize a child in the publigector rose to $186 in 1999; itisw $472 to do so. The 150%
rise by 2004 in the cost ofetfull vaccine series was paeléd by only a 60% appropriation
increase since 1999. In fact, funding decreasgtitgfiin the last 2-3 yars. The number of
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children who could receivie full series fronthe Section 317 pgram dropped from 787,000
in 1999 to an estimated 467,000 in 2004. Ninetesmlesstill have a twaered policy in which
PCV is not offered ipublic clinics to childen who are not eligibléor the VFC program.
Paradoxically, while poor childrezovered by the VFC get thatrsiee, under-insured children
served by state public imumization systems, do not.

Dr. Cochi shared, but didot elaborate upon, the néDC organizational char Earlier in June,
CDC Director Dr. Juligserberding convened a twday meeting of a mutepresentative panel
Blue Ribbon Panel on Vaccirgafety (e.g., AMA, AAP, AAFPAAHIP, PhRA, academia,
advocacy groups, governmeagencies and advisory commitge Its objectives were to:

. Review the structure, funom, credibility, effetiveness, efficiecy, and support of
CDC'’s vaccine safety prograand assess howabuld be maxinaed and sustained.

. Review the intramural and extramural cbtbaative activities of the vaccine safety
program and determine theffectiveness and efficiency.

. Determine the optimal organizanal location for vaccine sdfeactivities within the

CDC to ensure scientific objeaty, transparencyand oversight whilat the same time
ensuring that program priorities are estdid appropriately anare relevant to the
immunization program and stakader needs. This objectiveas particularly crafted to
address conflict ahterest, or any perception of same.

The panel, which expressed eosg appreciation of the existivgccine safetynfrastructure,
will report its findings to Dr. Gderding. A draft summary dhe meeting will be on the CDC
Website, probably in early- tmid-July, which will summarize thmajor discussion points and
ideas. Commentsere invited.

The panel agreed that th#P is the best organizatial location of vaccinsafety activities. NIP
stressed the need to retéhose strong activities in its Elemiology and Sumillance Division.
They agreed that there was a need to addressttepgien of conflict of iterest, to optimize the
program’s effectiveness, to masgstematically devep the research agendad to enhance the
extramural research program. Research vbehefit from tle oversight ofin external

scientific advisorygroup, perhaps including membersloé ACIP, HICPAC, NVAC, and
VRBPAC. Dr. Cochi bped that a dialogue dhat would begin soon.

Discussion included a question afhether the 70% pnewmnoccal coveragawvolved a disparity
between those not receiving itMFC clinics versushose who do. Dr. Cocheported analyses
underway to determinedhand hoped to repdrack with hard data.

Public Commentwas solicited. Ms. Lynn Bofbhad signed up to spealiut was not present.
With no other comment, the meeting adjourned at 6:00 p.m.

JUNE 24, 2004

Healthcare Worker Influenza Vaccination Recommendations

On the following morning, Dr. Zimmerman reportibe@ previous evening\work by himself and
Drs. Jane Seward aithy Strikas on the HICPAC/ACIP Hdacare worker recommendations.
They reviewed the current ACIP healtheavorker recommentians; the CDC/ACIP
recommendations on MMRnd varicella that pertain state laws; the current HICPAC
pneumococcal and isolati recommendations; and the input frma previous day’s discussion.
Input from stakeholders will beeeded. Seven issues andpmsed options were presented:
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1. Current ACIP wording: “Healtlcare workers shodlbe vaccinated against influenza
annually.”
- Proposed addition: “All eligible healthcare workers should heccinated against
influenza annually to protetheir patients, themselves, their families and their
communities and to decrease healthcare worker absenteeism.”

Discussion: There is no evience to support that geinating healthcar@orkers protects the
community; that can be deletedihis is in the current statemtdmecause healthcare workers are
essentially community workersCommunities” could be retaine or changed to “families” to
avoid misinterpretation; “household membansl families” should badded, a healthcare
worker concern.

1. Current ACIP wordig: “Efforts shouldbe made to educatealthcare personnel
regarding the benefits of vanation and the potential heaktlonsequences of influenza
illness for themselves and their patients.”

- Proposed wording: “ Healthcare fadities should educateealthcare workers
regarding the benefits @hccination ad the potential healttonsequences of
influenza illness for thembees and their patientsSuch education includes
epidemiology, modes ofdgnsmission, diagnosis, anteans of preventing the
spread of influenza, in accordance wvitteir level of responkility in preventing
healthcare-associated influenza.”

Discussion: “Patients” should be listefirst. “Efforts should benade to educate healthcare
personnel” should be chged to “healthcare fdities should educat€...Both the AAP and
OSHA provide refusal forms for parents to s(@SHA for hepatitis B), a strategy generally
agreed to be wise. HICPAC aladded a declination statement.

The current ACIP recommendation on MMRACIP recommends thatates implement
immunization requiremestfor school entry for 2 doses of MMor ...") relatedo two issues,
#3 and #4, which follow.

1. Options for state level administrative measures:
A. No statement
B. “ACIP and HICPAC recmmend that states considerequirement that all

healthcare workers participate in afluenza prevention pigram that includes
education and providesnual vacination.”
C. Defer recommendation uinthe 2005 ACIRrecommendations.

Discussion included the need to disssithis with ASTHO. If thiss pursued, input from state
officials will be needed. There was gen@@ahsensus to support option B.

1. Institution level admirstrative measures:

- Proposed wording: “ACIP and HICPAC recommend thall health cardacilities
require that all healthcamorkers participate in anfluenza prevention program
which includes education ampdovides annualaccination.”

Discussion. Theproposed wording was adopted by consensus.

1. Current wording: “Facities that employ healthcare wers are stronglgncouraged to
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provide vaccine to workes by using approaches thatximaize immunizaton rates. All

healthcare personnel shouldfr@vided convenient accessitdluenza vaccine at the

work site, free of charge, as paftemployee health programs.”

- Proposed addition: “Strategies include mass vaccimaticlinics, mobile carts, flu
deputies (i.e., peer vaccinators), vactioraaccess during all work shifts, role
modeling and support by intsttional leaders, and @orporating influenza
vaccination programs intoehinstitution’s patient safetgnd occupational health
programs.”

Discussion. There wasonsensus to accept the pragsed additional languageand to add to it
language on signing a refusal form.

1. Measuring/reporting vaccination rates. Current wording: “Healthcare workers’
influenza immunization tas should be regulariyeasured and reported.”

- Proposed wording: “Recognizing the importance afeasurement and feedback,
healthcare workers’ influenza immuniican rates should beegularly measured
and reported to entitiesich as patient careitsrand the institution’s
administration. If the hetidcare worker denles, the healthcarworker should
sign a statement of declination.”

Discussion included:

. The refusal language wial be better inserted hes it would stand out more.

. It will not be long before alstates specify what must beported tahe public, and
HICPAC is working on gulance for public reporting.

. Nurse assistants and people with minimalcadion have the mopatient cordct, and

they have the same opinion as the community that the vaccine causes influenza.
Informed refusal is important,radl when documend the burden is ebrly placed on the
healthcare worker.

. The insertion of “barring medical contraindications” could be considered.

. Dr. Poland suggested “If theealthcare workers refuseyrsideration of antiviral
prophylaxis when appropriatand/or informed declinain should be documented.”
However, Dr. Neuzil peferred to approach this frorman-punitive perspective. Most
hospitals offer vaccination t@ll their patientand simply documerithose who accept
and decline. Rather tharefuse,” the language was suggeisthat “healthcare workers
who decline should signdocument (or statementj declination.”

. Since many healthcare workedo not care for patients gthext shoulde clear for
hospitals that this is for dice patient care providers, ndifgite administrators. Perhaps,
as OSHA does, thieackground should defifealthcare workers asyone with“regular
patient contact.” SAR8emonstrated that many morenkgrs have patient contact than
might be expected.

7. Provision of evidence levelsto support the recommendat. Two options were
proposed: to provide none, ruse HICPAC's 1A and 1Bvidence level categories (see
previous delineation), wth are based only on thegr reviewed literature.

Discussion included:

. ACIP was urged to adopt a system likedRIAC’s, in which 1Arepresents strong
evidence, study desigand rationale; 1B involves mospidemiologic study designs;
and category 2 involve moremsensus opinion whehe evidencés not sufficient for a
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strong recommendation . Theepence of supportive datageneral couldvarrant a 1A
recommendation; there are at least two R(Pkster, Carmon) sp#ic to healthcare

workers.
. HICPAC ranked healthcare worker vagtion as supporteloly 1A evidence.
. There was some discussidooat leaving the statementiags and not rating the

evidence until thé\CIP rating system waégroup finished its work. On the other hand,
use of the HICPAC system was not deemkelyi to prejudice ACIR later decision for
its own use, especially sincaghvould be a joint documentt also was not certain that
HICPAC would agree to a joint statemeritheut evidence ratingsA footnote could
note that ACIP is deVeping its own systerand the rating could bdearly defined as
HICPAC's.

. Different ratings are likely tbe needed in different ga of the statement. The
workgroup could determine which category lteers should be A dB levels. Another
perspective was that, since the evidengrix®d, it need not beanked at all.

General discussion included:

. Somewhere in the statement, make the pbit absenteeism har as the nurse-to-
patient ratio dropsnortality rises.
. Some of these changes coplatentially and profounglaffect differengarties and that

is generally addressed lmoader discussion witHfacted groups. But this
recommendation was desired todmne now in ordetio be in place fothe next influenza
season, and this was the lelstince to vote before ti@ctober meeting on a joint
HICPAC/ACIP statement. Except for the language about the states, the HICPAC
guideline just released includes the rest.

. Stronger rules, beyond guidedis, could be needgebut that is anber discussion.

. The evidence rating would ndb any harm and may do some good.

Dr. Levin suggested that the ACWersion be accepteahd sent back to HICPAC, with some
ACIP members deputized to agree with HICP#®Ghe final joint document. Drs. Zimmerman
and Dr. Poland volueered to do that.

Dr. Poland moved to accept the 7 issues as discussed Dr. Birkheadgeconded the motion.

Vote (no conflicts applied)

In Favor: Womeodu, Traenor, Poland, Marcusesdorf, Finger, DeSeda, Campbell,
Birkhead, Abramson, Levin, Zimmerman

Opposed: None

Abstained:  Stinchfield

The vote passed.

Meningococcal Disease: Meningococcal Workgroup Report
Presenter: Dr. Reginakinger, Workgroup Chair

The Workgroup’s activies were outlinedThey included comnrgary on the NCID
meningococcal cost-effectivesgestudy and on Wyeth'’s presation of vaccine production
issues. They also listed fopossible policy options for the @®f MCV-4 in adolescents and
young adults and discusspossible future approacheshe use of MCV4 and MCV-B in
infants. Meningococcus B predorates in infants. Severalanufacturers are working on a
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vaccine for Group B thahvolves antigens othéhan those in the fygsaccharidesaccine.

NCID funded and planned a lg&&ptember meeting on the sw@tawareness and vaccination
options of meningococcalsbase. The Workgroup reviewed the epidemiology of
meningococcal disease. Sinteincidence differby age group, they amged policy options
by that céegory.

“Hot topics” of discussion retad to this vaccinencluded: how large a financial outlay to
prevent meningococcal dase the nation will accepihat the priceg) will be of MCV-4 (the
vaccine for the four serogroupsthe current polysaharide vaccine; th will be in the
conjugate to be released tlisar) and future MCV.ghe willingness of tt AAP, AAFP, ACHA,
etc., to co-publish a remamendation with the ACIRhat is expected);ra how publianput will
affect the recommendation.

Cost Effectiveness of Meningococcal Vaccine Use in the U.S.
Presenter: Dr. Colin Shepaidr. Nancy Rosenstein, NCID

Quadrivalent meningocoatconjugate vaccine (8V-4) may be licensed in the U.S. in the fall
of 2004, for use among those agedsblyears. It may be liceed in future for use among
infants, and toddlers aged 2-4ays. As yet, no submission Hasen providedo the FDA for
this vaccine’s use among infantsleningococcal disease relatively rareand MCV-4 is likely
to be expensive, so NCID coradad a cost-effectiveass analysis that ngpared thevaccine’s
introduction in allthree age groups.

Sudy design. Two hypothetical poputeon cohorts were analyzebioth 3.8 million strong: a
U.S. birth cohort and an adotesnt/11-year old cohortTwo comparisonsf the birth cohort
were analyzed: infant vaccination (three daste®, 4, and 6 monttef age) and toddler
vaccination (one dose agie 1 year). Another comparisorabzed the adolegnt cohort (one
dose to all 11 year-olds) veisno vaccination. The anailyproceeded from a societal
perspective (the cost of wolist) over 22 years, the timewhich most hee started or
completed college.

The decision-making model’s outcomes measures ¥ise: cost per casend case prevented,
cost per death and deatherted, and cost per lHgear saved. All valuesere converted to 2003
dollars, and a 3% discount ofsts and benefits wased. The decisionge was shared. The
possible routes under a no-vawion program proceeded to @thnfection (meningococcal
disease) or no infection, then to no sequelderay term sequelaekis scarring, multiple
amputations, hearing loss, neurological disability), or death.

The assumptions and calatibns were outlinedThe calculation of dis&se incidence, based on
ABCs data, addressed age- angbgeoup incidence and an age-speaifise fatalityatio. The
upper and lower bounds ofetltonfidence intermds were based on the hagt and lowst overall
annual rates in a ten-yeperiod. To calculate thrates of long-term sequasd, they used the data
of Quebec’s early-199@=tended outbreak (Erickson and De WalP 1998;26:1159-64). The
median age of the 420 survigowas 2 years for serogroup B and 14 years for serogroup C.
For hearing loss, the 8.8% rat@me from a study amormildren with memgococcus, since it
was felt that using a rate among survivorslbages like’s Quebes’might underestimate.
(Edwards M, Baker CJ.Pediatrics 1981; 99:540-45). And, since nelogic disability is such a
rare outcome, a meta-dysis of meningococcus geelae was used, and preéd a rate of 2.1%
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(Baraff et al,PIDJ 1993;12:389-94).

Vaccine-induced protection is fudhd immediate with one doaenong toddlers and adolescents.
The duration of protection isaumed to be 22 years, with decline in efficacy. Vaccine
efficacy was basedn U.K. data, since group conjugate vaccinatiomas been done routinely

for >2 years. The analysissumed zero efficacy for thoseeag0-4 months; that is, no full
protection until five morits and two doses of vane. There also isthird dose at 6 months.

Vaccine coverage was drawn from NIS andestitta, and was assutin® be 93%, 91% and
71% respectively, for infats, toddlers and adolescents. Each of the outcoes, the analysis
calculated for severalomponents: acute mediacare, parents’ worlost, sequelae-specific
acute medical care, lifetime sts of sequelae (rebiditation, long termcare), and lost
productivity. Excluding costs relatdéo adverse events, the cpst vaccination waestimated to
be $80, in a range of $64 to $114.

Results of the analysisvere as follow:

. Birth cohort, no vaccinatin: 1037 cases, 74 deaths.
- Infant vaccinatior485 cases, 544 prevent&2 deaths, 42 prevented.
- Toddler vaccination: 635 casdf1 prevented; 38 déhs, 35 prevented.

. Adolescent cohort, no vaccimat: 541 cases, 72 deaths.
- Vaccination: 289 cases, 25&pented; 37 deaths, 34 prevented.

. Median vaccination progna cost, in millions (rang): Infant $912 (range $767-$1078);
toddler: $306 ($236-$380xdolescent: $209 ($143-$375).

. Median cost of diseasbirth cohort (0-21 years):

- No vaccination: median $185 milip$77 million withoutproductivity costs
(another 58% added).

- Infant vaccination: $8million, $37 million withoutproductivity costs (+57%).

- Toddler vaccinatior8113 million, $50 million wihout productrity costs
(+55%).

. Median cost of diseas adolescent cohort:

- No vaccination: $138 million, $35 nmdh without productivy costs (+75%).
— Vaccination: $72 itiion, $18 million (+75%).

. Median net costs of vaccinati program, less saved cost of illness (range in millions)
— Infant: $813 milbn ($660-$980 million).

— Toddler: $232 million ($166-$307 million).
— Adolescent: $148 mitin ($88-$271 million).

. Incremental cost per cases al&hths prevented (thousands)

- Infant: $1142/case prevented, $1438/deativents (higher duto the multiple
injections required).

- Toddler: $122/case; $1374/death.

— Adolescent: $61/case; $464/death.

. Average cost per life-yeaaved, in thousands (excladicost of productivity loss)

- Infant: $378 ($402)

— Toddler: $141 ($168)

- Adolescent: $92 ($141)

. Average cost per life-year saved for adotags (excluding produeity) by cost per
vaccination (in thousands): $64/vaccioati $97 saved; $75/vaceition, $121 saved;
$84/vaccination, $141 savedll 00/vaccination, $177 wad;$114/vaccination, $207
saved.
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. Vaccine comparisons @bst per life year saved, in thousands:
- DTaP, MMR, polio: all cost-sawy for children aged <5 years.
- Pneumococcal conjugataccine (PCV, 1997), at $5Rise: $80 per life year
saved (excluding cost of productivity loss)
- Meningococcal polysacchaeidaccine, college studen&82 - $489 per life year
saved

Conclusion: The cost effecteness of toddler ahadolescent stratexs are essentially
equivalent. Adolesce vaccination wouldhot prevent disease the age gsups where
meningococcal rates are highe$he cost of productity losses comprisesahmajority of the
cost of disease, especiallytime adolescent cohort. Bese MCV-4 does not cover serogroup
B, about 33% of U.Sases would not be preventabilegardless of aggroup vaccinated.

Discussion included:

. The analysis’ calculation of Btime productivity losaccounted for a workfe >22 years.
Dr. Turner suggested alysis to compar this vaccination to otihéechniques such as Pap
smears, colorectal screening;.eDr. Martin Meltzer oNCID reported that targeted
screening can involveery large ranges (e.g., mammagsain women aged 40-50 years
can be >$100,000fé year saved). It ialso very difficult tocompare a &ccine to a
diagnostic screening stegy to prevent diseasthey are dierent. The life saved by a
mammogram or Pap screening&y different fom dollars per life year saved by a
vaccine. Dr. Turner agreed, but pointad that for public halth, a widely used
intervention such as a Pamear is well understoodha if possible would be a good
comparison.

. Dr. Plotkin asked if feeign CE studies had been comsitl or used. Dr. Shepherd
responded that in general, ihput points are todifferent to allomcomparison, but data
points from the U.K. are oftamsed. The differences incledhe epidemiology, rates of
disease, and differemticcines used (and their cosagd campaigns (e.g., the U.K. had a
massive catch-up campaignalf ages to 18 years).

. If PCV becomes the gold standard at an $80,000 cost per life year saved, can the
necessary cost of vaccination be extrapolated to make the average cost of life saved by
meningococcal vaccine equal to PCV? That could be done. An alysis with the cost of
vaccination <$64 has nget been done.

. In the U.K., everyone to age 22 (the age wengiage rates are high) was vaccinated.
That was followed by 60% decrease in other age growpggesting an impact on herd
immunity. Inthe U.S., theris no real-life modewhereby only ad@scents or toddlers
were vaccinated, to allow an analykis herd immunity. WHe this could be
hypothesized over 10 years for an adolesstrategy and ove20 years for one for
infants/toddlers, inhe absence of datthat was not done.

. “Adolescent” in this modeineans beginning vairation at age 12 ye&s, not doing the
catch-up. That wodladd substantiall{o the cost.
. Opinion of the 71% ogerage estimated for adolescevdsied; some thought it an

underestimate, since coverageypically in the 95% range for schoehtry; others
though it optimistic, based on BES data (50% or lower)However, the latter depends
on how long after mandateigt measured; it rises witime to veryhigh rates.

. The cost per quality adjusted life ye&ALY) will be estimded next. Given the
significant sequelae, ¢éhcost per QALY is likly to drop significantlcompared to what
was presented #tis meeting.

. Was the cost of vaccinating college students with the polysaccharide removed, since that
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will not be necessary? No, but that is a good pu, and could be done.

Scenarios of Meningococcal Vaccine Use
Presenter: Dr. NaycRosenstein, NCID

Overview: Advantages/disadvantages @& flolysaccharide and conjugate vaccines;
discussion of the Workgroufssues related to routinaccination ofadolescents
and college freshman dm catch-up campaign.

The licensure of the meningococeakcine is expected in Decemplut it will be presented to
the FDA in September. In Odier, Aventis Pasteur and the YKgroup will presenthe findings
on the vaccine’s scientific datem immunogenicity and &ty to the ACIP. The vaccine will be
available in 2005, so ¢éhjoint release ofecommendations (ACHA, AAFP, AAP) should occur
in early 2005.

The current polysaccharide menikgocal vaccine is efficaciodsr use among high-risk groups
and in outbreaks, but is not recommendeddatine administration duto its lower efficacy
among young children. firovides a long duration g@frotection (at least 8-years in adults and
older children), but no botex effect andho herd immunity. It is riceasy to operationalize in
routine vaccination, and itsdher cost is not “acptable.” The segroup C conjugate
meningococcal vaccines usedfe U.K. works well in younghildren, and its duration of
protection is at least 10 year®(paps life-long). It has a bster effect ad provides herd
immunity, is easier to operationalize, ahd U.K. found its cosicceptable for their
immunization strategy.

The first vaccine expectdd be licensed in hU.S. is a quadrivaleobnjugate vaccine by
Aventis Pasteur for use amorgse aged 11-55 year$he available datsuggest good safety
and immunogenicity; thosend the U.K. data indate efficacy ad herd immunity. The duration
of protection is assumed to b&0>years. But the co# likely to be highand the infrastructure
for its delivery may not exist in the U.S. dre is a strongublic advocacy foa vaccine to
prevent meningococcal disease.

Key questions and pros/consbdéed by the Workgroup revolderound whether ACIP should

recommend:

1. Routine adolescent vaccination. Pro: It prevents diseasea relativelyhigh risk group
and provides an opportunity ppomote/enhance the adolesceistt. Con: Its cost is
relatively high per lifeyear saved,; it is likg to have a low irpact on meningococcal
disease short-termdinly 11 year-olds are vacted; and the adolestevisit is not fully
established.The Workgroup consensus was to recommend adolescent vaccination.

1. Routine vaccination of college freshmen in dormitories. Pro: The current permissive
recommendation to educate such freshman dat=xl by the Workgroup revoldearound whether AC
recommend:

1. Routine adolescent vaccination. Pro: It prevents diseasea relativelyhigh risk
and provides an opportunity ppomote/enhance the adolesceistt. Con: Its ¢
relatively high per lifeyear saved,; it is likg to have a low irpact on meningo
disease short-termdnly 11 year-olds are vactted; and the adolestevisit is
established.The Workgroup consensus was to recommend adolescent vaccinat
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Conclusions Analysis of Registry information to tiarevealed: no cases$fetal vaccinia, no
observed increase in preguy losses, and no increase in ealiggnosed birth defects. But it is
challenging to draw ely conclusions on indidual defects, gen the small population.
Enrolliment of women and follow-upf pregnancy outcomes continues.

Discussion included Dr. Gall's comment &t these were the first datathe literature in about 50
years on smallpox among pregnammen, and that the data parbtlese of theNew York City
outbreak

Smallpox Workgroup Report
Presenter: Dr. Gus Birkhead, Workgroup Chair

Dr. Birkhead reported the Sifiox Workgroup’s review of studs. The overall conclusions
were that the data are reassuring: there werases of fetal vaccini@ported, no increase of
spontaneous abortions or aingenital abnormalitiesHowever, the Wikgroup was uncertain
about the interpretattn of individual caes of birth defects, due tioe small numbers. They
recommended continued enrolimeftwomen and follow-up of oabmes, and coimued efforts
to improve the alreadgffective screening program. The YXgroup will contirue to meet for
near future to addss any smallpox issues.

Pneumococcal Disease Vaccine and Shortage

Influenza: Vaccine Efficacy of Partial Vaccination Schedules
Presenter: Dr. Cynthia Whitney, NCID

Overview: Evaluation of the outcomes siticensure of Prevnar@® February, 2000.

The ABC data through 2003 indicate that Prevnar@orking well in is target age group (<5
years old), with rates dropping 80#those aged <2 year-old aledeling off. A herd effect
was seen in adulsver same period.

Serotyping was done for cases=3\8), which were defined gmeumococcus isolated from a
sterile site among childneaged 3-59 months dhe culture date. Qhe 318, 131 were vaccine
serotype casesid another 59 were vaceirrelated (serogroup boot serotypg 113 were
neither. Serotypig was pending for the remaigimnsolates. Three conteoper casenatched by
age (+/- 14 days) and zgqwde, were identified through birthraécate records. Most of the
study children were urer partially-vacanated. Fifty-fivepercent of theases and 79% of
controls received at least odese of conjugate vaice; 29% of casesnd 37% of controls
received 3 or 4 doses the vaccine.

Vaccine effectiveness for children immurdzeith a 3-dose infarachedulend other
incomplete infant regimens was also evaldatAnalysis showed YE of 96% for children
immunized with a three-dose infant regimen.e Bame was true for those vaccinated twice
before age 6 months of agand 78% for only one dose priorage 6 months. However, the
higher effectiveness estimates foose receiving two ahree doses comparéa one dose were
not significantly different. Thesresults were very similar the Kaiser trial (Black et aRIDJ
2000), indicating that the Bedule for this vaccine may besgeimportant than for others. The
VE of three- versus four des was also evaluatdy a proportional hards analysis that
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incorporated the timerste vaccination. While indicated that a fourtdose booster at 12-23 is
better, three doses wereesdy highly effective.

The conclusion was thaneumococcal conjuggvaccine is highly effgive in preventing the
invasive disease caused bg thaccine’s serotypes. Itquides similar protection from the
vaccine related seroty@®, but has veryow VE to prevent disgse from type 19A. No
evidence was found of ancreased risk of diseaglue to non-vaccine séypes. The vaccine is
highly effective inpreventing invasive diseasvhen given as a “catalp” regimen. However,
the data to date do not definly indicate how many doses areeded to interrupt carriage.
Further analysis is ongoing,

Prevnar Supply Status
Presenter: Dr. Gregory Wallace, NIP

Overview: Prevnar® distribidn from February 2000 to datsurvey of pediatricians
regarding vaccine shoga; CDC response; futuseipply/recommendation
changes.

Prevnar® distribution was chadte The production from JanuaryAgril of this year has been
equal to the need for about haffthe four-dose schedule. AAP survey of its members two,
four, and eight weeks after the ACIEcommendation showed high awareness and
implementation of the schedule. CDC actionseisponse to the shog& which resulted from
high uptake of the new vaccine, included wealalls with the manwacturer and relevant
agencies (FDA, NVPO, AAFP, AAP), updaissued on the lot production, releases, and
distribution; projections diuture production/distributiorand inventory assessment.

Three lessons learned iinathis experience were that: ifpproved communication results in
improved responses to shortages; 2) routine macsupply continues tee vulneral®; and 3)
production redundancy is needectdp prevent supply issues.

While the Prevnar® supply is pnoving, more “real tima” data might allow aearlierrelaxation
of the stringent recommendation. Recomménda will bebased on reliable production and
distribution informationput it remains hard to judge theality at the provider level. The
guestion is whether the recomndation should be steppéo move from three four doses, or
if four doses should just bea@mmended. The advantagf a three-dose satéle would be to
relax the recommendati@ooner; the disadvantage is thai\pders want simig messages to
direct them. While waiting teecommend the four-desschedule could delayptake, that would
be simpler for providers to follow.

High Risk Groups Who Should Receive Four Doses Regardless of Shortages
Presenter: DrJohn Moran, NIP

Overview: Data relevant to whether spée the Prevnar ®shortage, the ACIP
recommendation of four doses to higékrgroups should bexpanded to include
Alaskan Natives and Americandian adults, due to thdiigher rate®f invasive
pneumococcal disease (IPD)gpentation of new data.

In 2000, an analysis corapng the annual incisghee of invasive pneuncoccal disease (IPD)
among children aged 42months revealed it tee much higher in c&in groups. These groups
included children witlchronic conditions (e.gsickle cell disease) #t make them more
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susceptible to invasive pn@ococcal infection, and thoséno, when infected, are more
susceptible to severe disease.(ichildren with chrowiheart or lung diseay. Groups identified
as involving such children (Alaskan Natives, &mcan Indians, African-Americans, and day
care attendees) were exempted from the AGMSsdose recommendatia@uring the shortage.

Recent data were presented from the Natibteallth Discharge Survey (NHDS) on IPD in
children aged <24 months. Whileese data indicated that thherden of PCV7-geventable IPD
increased since 2000 among Alaskéatives, among whom the ratmthe general population
rose from 2.4 to 3.6, agell as among Navajos (2.8 rising@®), and Apaches (9.6 to 10.0).
However, it did not se among African-Americans, atite evidence di not support an
increased risk of IPD amorajl Native Americans. There alsgas no evidencthat Alaskan
Natives or American Indian dtdren responded less well tawao-dose schedule compared to
other children. These dataggested that perhaps the AG#ommendations should be re-
thought.

While Alaskan Native and dain American Indian children nrdain higher accine-preventable
IPD rates than children inglgeneral population, ¢hevidence des not indicate that they
respond less well to the badose series than other childrddowever, fourdoses may provide
more lasting protection, me herd immunity, antetter protection againebn-invasive disease.
One option might be to redesignéte high-risk groups to cithose which specifically should
continue to receive four Prevnad®ses during a PCV shortage.

A recommendation was suggestedtttAlaskan Native and Ameran Indian childen in areas
with a demonstrated risk of IPore than two-fold fgher than the national average (Alaska,
Arizona, New Mexico, and the Najo populations in Utah and @oado) are at high risk of
invasive pneumococcal diseaselahould receive the standadlose PCV7 series during the
current PC\shortage.”

Discussion included that the relative risk of chih at medical highsk depends on their
condition. Immunocomprorsed children’s rates are much higle.g., more than ten-fold for
sickle cell anemia, but closertive differences just presented @thers). Dr. Vive reported the
IHS’ expectation that the Prevnasbortage would resadvshortly, but theirancern that it could
reoccur. For that reason, th¢S hoped thathe ACIP would designatspecific groups of
American Indians and Alaskan Natives in whom tlemonstrated risk ggeater than twice the
national average, and listeim as a high risk group foré&mar® vaccine use during the
shortage.

Dr. Zimmermammoved to approve the Prevnar® recommendation as presenteshd was
seconded. However, Ddadler found that unnecessary, sinas firesentation was just to help
the Workgroup recommending dugithe shortage (which wabaut to end) by asking the
committee’s advice/sense of what should beedddr. Moran confmed that there was no
suggestion to changbe languagabout African-Americans.

Dr. Rodriguez’ asked if there weedata on giving tew doses at <6 montlad a booster at 12-15
months. Dr. Whitney reported thigiwv children in the study wereaccinated omhat schedule.
The point estimate from lo¢r places, and reportstime literature, indicate that it is a reasonable
thing to try, but there wadtie CDC could say aut it. Dr. Paradisoeported Aventis’
serological data showgngood response to two doseemparable to thregoses, for four of the
five serotypes, but not for 6Bd 23F. Three doses are needeadtie latter two serotypes. The

45



guestion is the burden of disedsethose types, and the potahf cross-reacting antibodies
for 6B to 6A, from two- versus three doses. &l noted that schelgs differ around the world
(e.g., Canadians use 2+1 @l their vaccines).

Without ACIP objection, the Wgroup will recommend the foutoses for these groups, so
CDC will have that advice shou&hother shortage occur. Dr. Me stated the IS desire that
the recommendation be permanent in case stesgages recur, and ave the fall schedule
released as soon as possiblethese high risk groups. Dr. Levin summarized ACIP’s
agreement to that, and the committemiasensus to approve the proposed advice.

Pertussis: Newer Macrolide Antibiotics in Treatment/Prophylaxis
Presenter: Dr. Tejpratap Tiwari, NIP

Overview: Compliance/safety data for Ernghrycin®, the recommended antibiotic for
treatment/prophylaxis for pertussdgta on the newer macrolides,
Azithromycin® and Clarithromycin®omparative to Erythromycin®.

After its normal 14-day treatmeoourse, Erythromycin® provide>99% of patients with
negative cliures forB. pertussis. However, ~20% patients dsatinue treatmeror prophylaxis
due to frequent gastrointestirsadie effects (~3) and the need for frequent doses (3-4 per day
for 14 days). Infants <6 weelold who are given Erythromyd@nfor pertussis are also at
increased risk for acquiring idiopattypertrophic pyloric stenosis.

Two new macrolides, AzithromyaBiand Clarithromycin® are liceed in the U.S. Compared
to Erythromycin®they have gooth vitro activity againsB. pertussis, are more resistant to acid
pH, are better absorbed, and are widely disteibun the body. Theprovide a greater tissue
concentration and hawelonger plasma half-life. Thanisthe foregoing, ty require fewer
daily doses (1 for Azithromycin®nd 2 for Clarithromycin®) and shorter course of treatment
(5 and 7 days, respectivelyllowever, they are also cadsrably more expensive than
Erythromycin®.

Six studies of these new drugsre@ublished in the & ten years, but agparison of four of
them was confounded by small sdenpizes and dissiilar enroliment/control criteria.
However, those four did showtrnd for efficacy similar to Erythromycin®, with fewer and
milder adverse events. The two mdedinitive studiesvere outlined:

. Halperin et al (40th annuBCAAC Meeting, Ocbber, 2002; Abstrad69; in press,
Pediatrics, 2004) compared Erythromycin® aAdithromycin® in a multi-center,
randomized equivalence tri@volving 477 children with sspected pertussis, aged 6
months to 16 years. diase, 238 received one Azithroomy® dose of 10 mg/kg on day
1 followed by a 5mdig single daily dose from days-5. The other 239 received
Erythromycin® estolate in three divideddses of 40 mg/kg daily, for ten days.

- Results: Of the Azithromycin® group, 18%eported gastrointestinal adverse
events, significantly different fromrie 40% who reported that in the
Erythromycin® group.

. Halperin’'s team also condudtan efficacy study among 1bf the previous study’s
children with culture-confirmed pertussi€omplete post-treatmehtcterial eradication
was equal between Azithromycin® and Engtimycin®, and nonecurrence one week
post treatment was virtlia equivalentfor cases with availaélcultures (90% power to
detect equivalencé,.2% failure rate).
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. Lebel et al PIDJ, 2001;20:1149 —54) compare&darithromycin® to Erythromycin® in a
single center, randomized, safatyd efficacy study of suspted pertussicases among
153 children aged one mortth 16 years. Of thos&y/ received three daily
Erythromycin® estolate dose of 40 mg/kg étaaximum of 1 gram daily) for 14 days.
The other 76 received tw 15 mg/kg per day (maxum 1 gram daily) of
Clarithromycin® for 7 days.

- Results: Again, the GI complaintsneesignificantly diferent, rgported by
32% of the Clarithromgin® group, versus 44% of the Erythromycin®
group.

. Lebel et al also analyzedficacy among culture-confirndepertussis s, and found
similar post-treatment bactaf eradication between ti@&arithromycin® group (31/31)
and the Erythromycin® grouj22/23). However, the smalample size prevented the
demonstration of trement equivalence.

Neither of these tardrugs are indicated fore@tment of infants ageeb months. There are no
data on Clarithromycin®'’s use that age group, but limited dada Azithromycin® indicate no
association with idiopathic hypeophic pyloric stenosis (IHPS) infants. Similarly, no well-
controlled safety trialeave been done of their use duringgmmancy. Howevegnimal studies
indicate no adverse fetaffects, and available data showerlanomalies among infants born to
women who were exposed to @tlof these drugs. FDA assighAzithromycin® to a Category
B label, and Category C for Cldriomycin®. They may be usédalternativetherapy is not
appropriate and the pantial benefits warrant their @slespite the pential risks.

Discussion included comment that fivdays of Azithromycin® ackved better compliance than
that for Erythromycin®. The Halperin studitowed a 90% treatment completion rate versus
55% for Erythromycin®.

Combination Vaccine Recommendations
Presenter: Dr. William Atkinson, NIP

Overview: Consultation with #WACIP on the current childhoodnsdule’s combination rule.

NIP develops training materiaisr providers, translating trrecommendations to practical
application. In 2003, 40,000 peopittended training courseand 8000 e-mails (66% from
providers) were ionded to.

The current combination rule can be interprete@llowing off-label us of certain vaccines
without specific ACIP autharation. Since 1997, the schedukes stated that “Licensed
combination vaccines rgdbe used whenever any componasitthe combination are indicated
and the vaccine’s other comporgeate not contiadicated.”

TriHIBIit® is the DTaP-Hib combination licensddr dose four of the Hi series after age 12
months. The potential interpretai that TriHIBit could be used f@ll those series was resolved
in a footnote two years eanlispecifying its use only for dog$eur. But now, Pediarix,® the
DTaP-IPV-HepB combination, apparsnis being used off-label bglinicians for the fourth and
fifth DTaP doses. Itsdense is only for doses 1, 2, and 3 (and fin the hepatitis B case). This
is a common question heard the NIP at least 30-40nties in the last month.

ACIP published MMWR 1999; 48 [RR-5]:2) a statement tHahe use of licered combination
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vaccines is preferred over segarajection of theiequivalent component vaccines.” ACIP’s
past other “off-label” recommentians were summarized in a table provided to the committee.
The exceptions given to the ldbd&ave related to the agetbe dose, minimum age, minimum
intervals during pregnancy,cet Finally, the ACIP’s 1999 eobination vacme statement
explicitly stated that # use of combinations might be juid if products with only the desired
antigens are not available and the child’s potebealefits outwejh the risk ofadverse events
associated with the extra antigens. Howeusing Pediarix® for DTalloses 4 and -5 could
result in as many as six doseshepatitis B vaccie, and the available sifadata only extend to
dose four.

Three options were offered:

1. Do nothing and allow the combination geine rule to create ofbel use situations not
specifically approvetty ACIP. This is simpleshut FDA’s Center for Biologics
Evaluation and Resear¢6BER) would likely olpect due to the sparsafety orefficacy
data for such uses.

2. Modify the combination vaccine rule’ swording in the schedule to indate it mg only be
applied when a vaccirie approved by FDA for that dosdhis would not require ACIP
action for every new combination vacciaed would assure agpliance with FDA
indications. Howeveif creates yetr@other rule andauld lead to missed opportunities
for certain doses if the single antigen isavailable. Possibleording offered was:

- “Licensed combination vaccines mayused whenever argppmponents of the
combination are indicated, the vaccine’s other components are not
contraindicatedand the vaccine is approved by the Food and Drug
Administration for that dose of the vaccination series.”

1. Request specific ACIP approval for every off-label circumstance encountered. This
would require repeatddMWR Notices to Readers.

Following the ACIP’s feedback, ¢hNIP will refer this issue tthe General Recommendations
Workgroup to examine idetail, focusing on the mmnce and policy issueand then returning for
later ACIP delibertion. Until ACIP advises berwise, the NIP preferdeto err on the side of
caution, advising the use of aacine antigen only whespproved for that dose in a schedule,
unless this would lead toraiss opportunity and the withiibhg of a needed vaccine.

Discussion included:

. This had been discussedpast, with agreement thiite General Recommendations
Workgroup should address.
. Dr. Birkhead approved of tHeIP’s (Option 2) language, bwould add that providers

should not make giving combination as a routine ptiae in the absence of another
vaccine for a fourth dose. DWexler advised keeping thés simple as possible for the
clinician.

. NIP has always had thposition that, as long dke use of the vagte has been endorsed
by groups like the ACIPAAP, AAFP, etc., the cliitian is covered for liability. When
guestioned about issues of swd antigen-positivity, NIP rafethe inquirer to the VFC
language. .

Workgroup Updates

MMR-V Workgroup
Presenter: Dr. Judit@ampbell, Workgroup Chair
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Overview: Varicella vaccine covage; reduction in cases, hdapzations, deaths; lessons
learned from outbreak®yorkgroup activities.

Varicella vaccine was licensealhd AAP/ACIP general recommaeaitbns were approved and
published, in 1995-96. These wenadated in 2000 to address traecine’s use for child care
and school entry, outbreak coritrpost-exposure, children withlV, adults and adolescents at
high risk for exposure/transmission. WhenWaicella Vaccination Rigram was updated for
the ACIP last year, the MMR-Workgroup was formed to reviegurrent recommendations and
to prepare for a potential MMR-V vaccine.

The Workgroup focused its discusiss on varicella; an MMR polycrevision will be addressed
in future. The topics beingviewed by the Wdgroup have included an overview of the
varicella vaccination programdusideration of going beyondelturrent program goal of >90%
disease reduction to eliminatioand the current epidemiology wéricella , irtluding outbreaks
and breakthrough infection.

Varicella vaccination cgerage rose fim ~26% in 1997 to 81% in 200R is expected to be

>90% by 2010.Concurrently:

. Data of the National Notiflale Disease Surveillance System (collected in Texas,
Michigan, West Virginia, llinois) from the second anditld quarters of 2003 charted
rapid declines in reportadaricella casesdpwn by 76% to 88%) alongside rising
coverage rates (from0%-83%), from the baseline 1993-pre-vaccination era data.

. Reductions were similarly elnted overall and by age grofrpm data of the Antelope
Valley, CA, surveillanceite (86% case decline) anatWWest Philadelphia surveillance
site (89% reduction).

. Reduction of severe diseaand hospitalization was cled from the 1995-2003 data of
the Varicella Active Survéiance Project, from a gh of 3.5/100,000 population in 1997
to <1.0/100,000 in 2003.

. Mortality, similarly plunmeting (down 75%) from 1995-2001, sveharted according to
National Center for Health &tistics (NCHS) data. B11995 averagef 107 deaths
annually dropped, consent with incidencelata, to only 26 varicella deaths in 2001.

Lessons learned alongethvay inclide that:

. Ongoing outbreaks occur evamong highly-vaccinateschool children (93%-99.5%
coverage). A recent California outbreatcurred among unvaceited sixth graders
despite an 85% schbooverage rate.

. Breakthrough cases areldy but infectious, andutbreaks lasted average of 2 months.
In the latter, the attack ratd those vaccinated rang&édm 7%-17%, and the outbreak
VE estimates ranged from 83%-85%.

Topics being reviewed kiyne Workgroup include thtransmissibility obreakthrough infections.
The AAP and other grqas are concerned aldlouaning vaccineonfidence among clinicians,
with a VE of ~80%. Risk faots that may relate teaccine failure arbeing studied by the
Workgroup (e.g., age at, or timase, vaccination; medicationken by childrein Further
analysis of Phase Igost-licensure surveillae and outbreak data wile done. Qter issues
addressed by the Workgroup inde correlates of protecti@gainst varicka and waning
immunity, and the cost effectivess of varicella vaagation programs. Tenlatter involves the
role and sevety of breakthrough disease over time #mel role of envionmental boosting in
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maintaining immunity. Aother presentation, on tkest effectiveness afie two-dose strategy,
compared no varicella gaination to the two-d&e program. The lattevas found to be cost
effective from a societal perspective. A alese versus two-dose program might not be CE
considering marginal befies, but the analysis dinot include variables sb as outbreak control.

Future presentations by the Workgroup to thedathmittee will include theurrent status of the
vaccination program and the iang of the vaccinatiostrategy. They Mliinclude varicella
epidemiology, reports on outbreadsd vaccine effectiveness;tdan one- versus two doses
relative to safety, imomogenicity, efficacyand cost effectiveness;recelates of infection; and
the MMR-V vaccine.

Discussion included report of onewtly of breakthrough disease thabked longitainally over

10 years as well as thenek post-vaccination period. In trsttidy, the correta of protection
seemed to be a GP ELISA valuex&. Dr. Jane Sewartated that age and perhaps time since
vaccination need to lexamined in a more robust data s€he time since vaccination could
potentially be corrated to age and dece of infection during outbaks. The l@akthrough rate
and severity seemot to be associated thiwaning immunity. A rgort is planned for the
October meeting. The reporteg$oof provider confidese, however, has not &e paralleled by
any reductio of vaccine coverage.

HPV Workgroup Update
Presenter: Dr. Janéilsdorf, Workgroup Chair

Overview: Workgroup tasks and plans; calade vaccines; clioal trial data.

This Workgroup was formed in 2002 in antidipa of a vaccine to prevent human papilloma
virus (HPV), but has onlyecently become active. The naihistory of HPV, which causes
cervical cancer, was outed from one to 20 years after initinfection. Mostcases, perhaps
even 90%, of this very commanmfection spontaneously disappghbut some indiiduals have
persistent infection that may may not develop into CIN-{cervical epithelial neoplasia)
lesions. A few develop to CINVel 2 or 3 epitheliaheoplastic lesionsna a few of those go on
to cancer. The length of time for this pess makes the study oihcar as an endpoint of
vaccine efficacy studiesmoblem, so the focus hasdrmeon the CIN endpoints.

The Workgroup’s core tasks are to 1) reviemd monitor the progss in HPV vaccine
development; 2) identify gaps in informatioeaded to formulate vaccine recommendations; 3)
determine the appropriate time foformal presentation to tieatire ACIP; ad 4) provide a
framework for the discussion of HPV vaccine recommendations.

At its first meeting in Februargf this year, Mercland GSK presented their candidate vaccines,
which use HPV L1, a major capsidopein which sdtassembles into virus-like particles (VLP).
The vaccine candidates have been evaluatednmamodels and showen efficacy that is
associated with developmentméutralizing antibody. Phasaimd Il studies also showed good
safety and tierability.

The results of the Mekcand GSK RCT clinicatrials were outlined.

. Merck’s monovalent HP\8erotype 16 (a knowigh risk serotype fiocervical cancer)
uses an aluminum adjuvants proof of concept stud\NEJM, November 2002) showed
100% VE: none of the e&ine recipients developed HPVitBection, compared to 41 of
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the placebo recipients. Amid a subset of the persistanfection group, none of the
vaccine recipients delaped CIN compared toine placebo recipients.

. The data of GSK’s bivalent HPY6/18 proof ofconcept studyNEJM, 2002) also
showed 100% VE; no vaccinees developed persiserotype 16 dt8 infections, while
16 placebo recipients did.

Three trials are underway, for:

. GSK’s HPV 16/18 is given at 0-, land 6-months. It uses an Ag&djuvant, which
improves the immunogenicity dfie viral-like partite. The multinatioal Phase 11l study
will involve women aged 125 years (N=13,000), and anatip@pulation-based study in
Costa Rica will involve 15,000The endpoints are HPV irdgon, both incident and
persistent, CIN 2, CIN 3&3nd cancer. Enrollmebigan this year.

. The Merck trial is of a quadralent vaccine addssing serotypes 6, {oth high-risk for
anal-genital disease), 16 and tich is given on a 0-, 2-, dr6-month schedule. It uses
an aluminum adjuvant. This Phase IUdy is also multinational, involving 17,800
women aged 16-23 yesar Its endpoints are HPV 6/£télated genitawarts, HPV
6/11/16/18-related CIN, artdPV 16/18-related CIN 2/3 arancer. Enrollment is
completed. Additional studs that are ongoing and pfeed for this HPV 16/18/6/11
candidate vaccine incledan efficacy follow-up study usy the Nordic Cancer registry.
Another study is of outcomed vaccination during pregnayicone is ofimmunogenicity
and adverse eventsadolescents age€it15 years; and otheisclude vaccine efficacy
studies among men.

The target groups for thesaccines are pre-adolescemigand boys (Merck) and pre-
adolescent girls (GSK)Merck expects to filéor licensure with th FDA in March 2005, and
GSK anticipates doing so in 2008.

The next steps for the Workgroup includeedmining the framework for developing
recommendations, defining the key issues raggrecommendations, ami@éfining the elements
to be considered ithe recommendations.

Dr. Hadler, filling in as Actaig Chair after Dr. Lewi's departure, comnméed that the HPV
vaccine will further stnegthen the adolescenaecination program.

Closing Comments

Dr. David Neumann announcedattAugust is National Immumation Awareness Month. This
was established to calttention to immunizatio across the life span, dgglizing onpublic and
provider interest in back-to4sool immunizations. At a pressnference to be held in
Washington D.C. on July 29, CDC will relee its new datiiom the 2003 National
Immunization Survey. Familgxperiences of complicatiomsnong children who survived
influenza and meningococcal diseagill be described to draw publattention tahose vaccines
and to immunization igeneral, for healthy adults as welltaese at high risk. Awards will be
given to various community gups and a seminar will bermducted on Capitadill on the
importance of immunization. Comsier materials havieeen developed, arsdte availlle on the
NCAI Website, www.partnsforimmunization.org.

Public Commentwas solicited, and the memgi adjourned at 1:15 p.nThe next meeting will
be held on October 27-28, 2004
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Certification

| hereby confirm that these minutes are accurate
to the best of my knowledge.

Myron J. Levin, MD, Chair

Date
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Attachment #2

Comments made on the House Floor June 18th 2004 by Congressman Dave Weldon, MD,
in regards to the Institute of Medidnes' report on autism and vaccines.

| would like to t&e this time to address what | coreido be a vergrowing problem, the
epidemic of autism and neodevelopmental disordersathare plaguing our Nation.

In January of this year, the partment of Health and Humanr8ees sent out an autism alarm
to the Nation’s pediatricians. this alarm, they statl that one ievery 167 childen is being
diagnosed with an autism spextr disorder. | willrepeat that. One ievery 167 children being
born in the United Statesday is being diagnosed wiéim autistic spectrum disorder.
Furthermore, one in seven chidris being diagnosetith either a learmg disability or a
behavioradisability.

Mr. Speaker, something dreadfsilhappening to our youngegtneration, and/e must sound
the alarm and figure out whiatgoing on with our children.

| had the pleasure of addressargautism conference in Chicagstlanonth, and would like to
share today some ofdhthoughts | shared thewth about 1,000 researerts, doctors, nurses,
educators and, most impantly, parents Wwo were there to seeksmers to this growing
problem..

| have said repeatedtiat the autisnacommunity is the 900-pound gitat that has not had its
voice properly heard on @#ol Hill. This is largely due tdéhe endless demds on the time,
effort, emotions and financialseurces of the parents of thesgldren who are struggling to
meet the unique needsthiese kids with autismThere is little timemoney, energy left to
engage in public dmtes, let alonengage the Congress whame is trying taaise a child with a
disability like autism.

However, | see that chging, and last month'sdtitute of Medicine rgort | think has had one
positive effect. It haanited and reinvigated parents throbgut the country itheir efforts to
get answers to why chilen are being diagnosedtiviautism at such a highate in the United
States.

At the outset of my remarksylant to make it extremely clearathl support vaccinations. | have
a six-old son, and he hesceived all of his va@cations. Someone in theedia recently tried to
portray me as a vaccine skeptictéfreviewing my record on thissue and all of my statements
in the past, the newspap&rinted a retraction. This, howevereses to be part dhe pattern, to
vilify those who simplyask if our vaccinesould be made safer.

| support vaccinations, and inadke gave thousands eeinations to thousals of my patients
when | was practicing mecine full-time prior to coming to $hU.S. House. However, | believe
it is appropriate to acknowlgd that like withany other medical tervention, different
individuals respond differgly. We are all unique. We diave different geetic makeup, and
what may cause no harm to thestvenajority of peop can cause seriousisieffects in some
individuals.

Since we establishetie National Vaccia Compensation Programtime late 1980s, several
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thousand individuals haveeen compensatedrfeaccine injuries. W&now thatthere are
adverse reactions, and lliege it is important tat we dedicate resouscéo better understand
why some children have these reactions.

For too long, those who run onational vaccination prograhave viewed those who have
adverse reactions, including thosigth severe adverse reactioas,the cost of doing business.
Furthermore, the vaccine mpensation program, which wdssigned to be a no-fault
compensation system, has become so advalrizait only the mospbvious cases receive
compensation, and too maparents feahat the program is not wih the difficulty of going
through it.

The questions | raise are multiple. The nembne question has & whether neurologic
problems were causedsome children by the gin levels of a mercuryontaining additive that
was included in our vaccinestine 1990s. This mercury containiadditive is called thimerosal,
and in the 1990s, infants and unbohildren were exposed to sifjoant amounts of mercury at
a most critical point in their development.

Now, this recent Institute of Mkcine report, what eactly is wrong with it?What about it has
SO0 many people in ¢hautism community upset?

In my 10 years of service inghiJ.S. Congress. | kia never seen a report so badly miss the
mark. | have heard some wealguments here iWashington., D.C.,ra | can tell my
colleagues that the arguments put forwarthia IOM report aréndeed very weak.

Let us examine this report some detail. On January 15tbfs year, | wrote Dr. Julie
Gerberding, the director of CD@nd | asked her to postpote February 9 Institute of
Medicine meeting and ifhreport because of ngoncern that this was not an exercise in
discovering the trutthut was instead a meeting, and | wiliade what | said imy letter, 'being
driven by a desire to shontcuit important research ambtaw premature conclusions."

| said, "If the purpose of this meeting is to easly consider and addethese concerns, then
this will not be accomplished.”

Quoting further from my letter tbr. Gerberding, | sdi “It appears to meyot only as a member
of Congress but also asphysician, that sonwficials within the CBC’s National Immunization
Program, the NIP, may be meointerested in a public relationampaign than getting to the truth
about Thimerosal.” | sdj “Pressing forward with this meetiag this time | bieve will further
undermine the credibilitpf the Centers for Disease Contonl matters of vadoe safety and do
damage to the reputation of thmstitute of Medicine (IOM) . believe theproposed date of this
meeting, which you have tlability to change, is in the bestterest of no ona/ho is seeking the
truth about a possible ssciation between vaccis@nd neurodevelopmentibkorders, including
autism.”

Now, | had a follow-up @nversation on February 3 of thyisar with Dr. Geberding, and she
assured me that the InstitieMedicine's Februg meeting was not aattempt to "draw
conclusions,” but merely to “update thgience,” of wherave were, basically.

However, it is clear that thieport draws conclusions; and wigperhaps the greatest outrage,
it goes further to call for the halt of further research.
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A public relations campaign, rather than soundrsme, seems to be the modus operandi of
officials at the CDC's Nationainmunization Program. Why do | say this? Let us look not only
at the timing of the IOM meeting February, the conténf the IOM reportput also at studies
the IOM used as a basis for their decision.

The Institute of Medicine baseheir decision almost entirebn five epidemiologic studies.
Epidemiology is essentially theasistical analysi®f disease in populationall of these studies
were conducted by researchershvan interest in ndinding an associatio All of the studies
had significant shortcomings, af which the I0OM itself declas would miss the association
with autism in a genetically aeptable subset of children.

Not only the timing of te IOM meeting raises suspicions lalgo the narrowingf the scope of
inquiry and the emphasis theMXplaced just on epidemiology.

In 2001 the Institute of Medicineoncludes: "Exposure to Thingsal-containing vaccines could
be associated with neurodevetogntal disorders.” The IOM also recommended that children
not be given mercurgentaining vaccines.

What was the response of the CD3? this most recent repothey narrowed th IOM scope to
looking just at autism. Does thatund like an agendgterested in undei@anding whether or not
Thimerosal is harmful to someitthren, or does this response leatk to concludéhat they are
more interested in desigrg something to reassure iasreasingly skeptical public?

Unlike 2001, this time the I was directed by the CDC tanly consider the possible
relationship between Thienosal and autism rather thaeurodevelopmental disorders as a
whole. Anyone familiar vih the Verstraeten studg,study published loakg at Thimerosal and
autism, knows exactiywhy the IOM scope was narronetause the 2003 Y&raeten study
found associations between Thimsal and neurodevelommtal disorders in $oe children with
autism may have been misdiagedsas having speech or langaalelay. By narrowing the
scope, which largely we unnoticed by the naga, the CDC has avibed acknowledging that
Thimerosal very well may va caused neurodevelopmerdaorders in some children.

This latest IOM report is simply part of a BRmpaign, in my view. \Wuld we nothave had a
much more productive reporttlie CDC had updated the res#haon possible associations
between Thimerosal amburodevelopmentalisorders as a whole? In evaluating Thimerosal's
relationship to autisnthe I0OM relies almost exclusivebn these five epidemiologic studies.

The principal authoref all five of these studies have seriaaflicts of interst. All five studies
were published in 2003, leading to the IOM’s February 200%eeting. Allwere conducted
while the CDC and #1 NIH virtually ignoredhe Institute of Medigie’s 2001 biadgical and
clinical research recommendations.

It is critical to note the instations that the IOMvas given, primarily by the CDC, which has
been funding the IOM.

Pages 5 and 6 of the IOM reportkegat clear that agemiology was to reign supreme. In the
absence of epidemiayic evidence tougport causality, the IOM vgainstructed to give
biological evidencdittle consideratn and was prohibiteflom allowing biologcal evidence to
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lend evidence towards causality.

Is it any wondethat the CDC has spt the past 2 years dediog significant funding to
epidemiology while stating funding for clinicaland biological resear@h The IOM notes in

their report that the epidematjic studies they examined waret designed to pick up a
genetically susceptiblpopulation, and this is ¢hvery theory of therik between Thimerosal and
autism and autism spectrum disorders. Or6inbecomes autistidVhy do the other 166 not?
It is because they do hbave the impaired ability to elimate mercury from their system. We
are looking at a getieally susceptible subpopuian. Yet these studs that they bse this report
on, they admit, were not pable of picking up thessubsets in the populations.

Let us look at these stigs. The only stugdone in the Unite&tates, the Vetseten study, was
published in the Journal éfediatrics in November of lagear. Much has been written exposing
the study's methodologicptoblems, findings, and conclusiohdost importantly however, is
that this study did natompare children who gdthimerosal to those ko did not. Instead, its
CDC-employed authors focusedrmarily on what is called a dosesponse gradient. Those who
got less 'Thimerosal later lifie had less autism is¢htheory behind the study.

In addition to the study itseli, is important to nte the public relationspin surrounding this
study. On the day the Verstraeten study was retkastop CDC researchand coauthor of the
study was quick taleclare to the news media: "The finasults of the studghow no statistical
association between Thimerosakeines and harmful h#h outcomes in chdren, in particular
autism and attentiodeficit disorder."

Let me repeat that: The fingdsults of the study show nasstical association between
Thimerosal vaccines and harmhdalth outcomes in children, particular autisn and attention
deficit disorder. The newspaper headlinethefday read; "Study €ars Vaccine Containing
Mercury," the Associated Preaad USA Today. "CDC Says Vdnes Are Safe," the Seattle
Times. While that was th&pin of the day, allow m&® quote fronthe study:

"We found no consistent significkassociations between Thimsal-containing vaccines and
neurodevelopmental tzomes. In the first phase of oungdy, we found anssociation between
exposure to mercury from Thimerosal-contaimiagcines and some of the neurodevelopmental
outcomes screened. In the secphdse, these ssciations were not piicated for the most
common disorders in an indemkent population. They did fingssociations, buhey changed

the study and mosif the assoct#ons disappeared.

Furthermore, in January 2004, thadecoauthor was forced torad that manychildren in the
study were too qung to have received antesmn diagnosis. Havent on to adntithat the study
also likely mislabeled young auiis children as hawvig other disabilitiesthus masking the
number of children with autismThe message from the CDCth@ media was #t there is
nothing to be concernedbaut, but the study sagbmething different. Theews media to a large
degree took the CDC's spin hook, liaed sinker. Largglthey choseot read thetudy itself.

Five months after thatwdly was published in the@drnal of Pediatrics andimight add, after the
IOM report was largely written, D.homas Verstraeten brokés silence in a letter to Pediatrics
stating, "The bottom lines and has always be#ime same, an assocdat between Thimerosal
and neurological outcorsecould neithebe confirmed nor refutechd therefore more study is
required,” is what Dr. Thomas Y&raeten said. Dr. Verstraetere flead author of this study,
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says that an associationtlween Thimerosal-containingaecines and neadevelopmental
disorders cannot be re&d based on his study.

Yet the IOM in their assessment of that sameyssiiates that it is a basior concluding, "There
is no association between Thimsal-containing vacces and autism.” The IOM acknowledges
that Verstraeten would nbiave picked up an associatioraigenetically suseptible population.
The IOM also noted that the study was limitedtsnability to answer whether Thimerosal in
vaccines causes autism becaitlgestudy tests a dose respogsalient, not exposure versus no
exposure.

| might also add, Mr. Spkar, that the Verstraen study cannot be Mdated. The earlier data
sets have been destroyand the only datsets the CDC will make available to outside
researchers are the ones they have already ntati@@uThe raw, unalterathta is not available.
Additionally, outside researchers are held to a mmohe restrictive access information than
are the CDC researchers. Only one independsaareher has been gtad access to the CDC's
VSD database, and the Chas kicked that researcher based on ridiculous reasons. They
claim their research methodsght infringe on privacyyet they know the dabase contains no
names and it is impossible to loc#te patients from this database.

| want to talk briefly about # other four studies that thestriute of Medcine based its
conclusions on. The IOM citeddf2003 Hviid study othe Danish populatioas one of the key
studies upon which it badéts conclusions. Let us first considie conflict ofinterest of the
principal author. Dr. Hviid work for the Danish Epidemiolodycience Center, which is housed
at the Staten Serum Institute, the governmemntemDanish vaccine mafacturer. Also, all of
his coauthors either work with him at the center or are employed by the SSI.

The SSI, the Staten Serum Instt, makes a considerable profff the sales of vaccine and
vaccine components and the U.Saisajor market for the SSI.

(Apparent gap in #hwritten statement provided to the ACIP.)

... examined critically. It isnportant to note, however, that. Miller has actively campaigned
against those who havesad questions about vaccine safetye have a peon here who is
actively campaigninggestifying in lawsuits, agjnst the theoryhat thimerosal is linked to
neurodevelopmentaisorders and autism, doing a stuypposedly showing there is no link.
So what can we cwelude about thedere epidemiologic studiesW/e can see ehrly why the
IOM is on very shallow ground idrawing the corlasion that it did. Theypased their decision
on these five studies, threethEm examining genettly homogenous children in Denmark. At
least one employee ofdlStaten Serum Institute serveaaauthor on threaf the studies.
Only one study examindble U.S. population, anthat study did not eopare children who had
received mercury with those who had not. Foluthem are studies a@hildren receiving less
than half the amount of merguthat U.S. childen received. Nonef them with any
ascertainment of prenatal or postnatal baskgd mercury exposures, nookethem considering
prenatal exposure whiaghay have been given the children, none of thelmve been able to
detect a susceptible subgroughe population, tlee of them failing t@address how the addition
of outpatient cases of asm in Denmark might hee previously skwed their results. Four of
them examined populations withtem rates considerably lesaththe Unitecbtates, and one
of these studies has never been published.impossible taeview the data.
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Might | also add they are all statistical studi€sere have been numesobiological studies
suggesting that thimerosal iakied, mercury is link&to autism, specifically mercury studies
that show after chelation thesgpgchildren with autism excreetremendous aount of mercury
in their urine, whereanormal children do not.

And it is important tanote that there wasracent report published yr. Emili Garcia-Benhou
and Dr. Carlos Alcaraz examinisggtistical errors in meditpublications. They found five
volumes of Nature antll volumes of the British Medicabdrnal. They found.1 percent of the
computations in Nature and the BMJ were incorgtand at least one 8sdical error appeared

in 38 percent of the papers,spie all the logical evidence suggesy there may be a link

with thimerosal and autism heaad the obvious knowledéghat many of these statistical studies
are flawed. The Institute of Medicine concludadd many people in th@ess believed it, that
there is no link.

Mr. Speaker, something needsb®done. The Institutef Medicine report nobnly looked at the
mercury issue. It as well looked the issue of the ey of the measlesrumps-rubella vaccine.
Many years ago a resehler in England, a DAndrew Wakefield, publiskd a report suggesting
that some children with autismyemeasles virus gromg in their intesties causing a condition
called inflammatory bowel diseasand, indeed, there have beecent reportg the medical
literature that some of theselildnen have measles vsiparticles in their gebral spinal fluid

and elevations od protein called myelin basic proteinthreir cerebral spad fluid, suggesting
they have an active low-grade encephalitis being caused by measles virus.

The IOM was asked to look at thgsue;. How did they approattis issue? Did they ask for
research protocols that attengbte duplicate the Wkaefield study? No. Whahey did was again
another epidemiologic study.

SSI has $120 million iannual revenue na vaccines are the fastegbwing business segment,
accounting for 80 percent of psofits. Both the Uited States and éhUnited Kingdom are
important export markets for SShaccines and vaccine components.

Furthermore if Hviid were tfind an association between Thernosal and autism, SSI, with
which he and his centare affiliated, would tbn face significant lawsuits. These facts are
important and are critical when evaluating Dr.ibg work. Furthermorehis study looked at
autism and not at neurogedopmental disorders.

The important thing in evaluaty this study is that exposuin the Danish population to
Thimerosal varied considerabiyom that in the United Stas. Danish children received 75
micrograms of mercury in their rust 9 weeldife and then andier 50 micrograms at 10
months. By comparisorchildren in the Unitedbtates received 187.5 enbgrams of mercury by
the age of 6 months, nearly 2 1/2 tinessmuch mercury as the Danish population.

Dr. Boyd Haley has said thatroparing the exposure tie U.S. childreno these children in
Denmark is like comparing applaad cows. | think there is a lof truth to that Hviid states

that the rate of autism weup after they beganmeving Thimerosal from vaccines in 1992. The
numbers in Hviid’s study wergkewed in that thelgegan to add outpatit autism diagnoses

after 1992.

| do not believe how #y can use a Danish study a valid conclusion &ay that thimerosal did
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not cause the increase in aatiand other autism spectraiisorders and neodevelopmental
disorders in the United States @vhchildren in the United St received sighcantly more
mercury exposure.

Another study that the Institutd Medicine relied on was the Maen study. Madsen et al., once
again examined virtuallthe same population, Danish chéd, Danish children who received
significantly less than they.et us consider thconflicts of interest ithe Madsen study. First of
all, two of Madsen'’s coauthors are employedh®/same Staten Serunstitute. Thestudy, like
Hviid, added outpatient cases inttee number of caseof autism aftet 995, a methodological
flaw. The authors acknoetiged that this addition mightyeexaggerated the incidence of
autism after the removal of autis The IOM acknowledged thizut yet used t data anyway.

Another study that the IOM relieon, the Stehr-Greesiudy, examined, ggs what, the Danish
population again, along with the 8dish population. | will not peat the prol@ms with the
Danish data, but with reghto Sweden it is important to teothat the childen there received
even less thimerosal than children in Derkmeagceiving only 75 miagrams by2 years of age
versus children in the Umtl States receiving 197.5 nograms by 6 months of age.

Furthermore, the authors includedly inpatient aum diagnoses in tiewedish population The
IOM notes that the ecological natuof this data “limits the stly’s contributiorto causality,"
but they citat anyway.

The Miller study ao included in the IOMeport examines the poptitan of children in the
United Kingdom. Thisstudy is still unpublished, which lits its ability to be . . .

(Apparent gap in theritten statement progied to the ACIP.)

| believe that the CDC's conglion and the Institute of Medie's conclusion on the MMR is
well flawed. | am pleased that finally attempuisderway to duplicatBr. Wakefield's findings,
and hopefully we aaget some answers to these questiegarding the safetyf the measles-
mumps-rubella vaccine.

For the reasons that | have outichabove and otheeasons, the Institute Medicine report |
believe is prematurg@erilously reliant on ademiology, based on pielinary and incomplete
information, and | believe maytuhately be repudiated perhapssinort order. This report will
not deter me nor the autism comanity from our commitment to sehat thimerosal and MMR
research is properly don€his report will do nothing to put t@st the concernsf parents who
believe their children we harmed by mercury-containingacines or the MMR vaccine. While
this report will lead many clinicians to belietreat thimerosal is safend there are no problems
with the MMR, it may contbute further to an esion of the doctor/patnt relationship in the
United States.

This report has dragged the Insiwf Medicineunder a cloud of controvgy that has currently
engulfed the CDC. Mteh like the infamous 1989 study bye National Institute . . .

(End of written statememtrovided to the ACIP).
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